1. HAMMEHOBAHME HA JIEKAPCTBEHMS ITPOAYKT / ,_9 ;2 l;r 15 /3.37

bo3enTtan 3enTuBa 125 mg ¢punmupanu TabneTku | | - ; 2%
Bosentan Zentiva 125 mg film-coated tablets ,Z / / 7;2 1 1 UZ ?-ﬂ

y KOJIMYECTBEH U KAYECTBEH CbCTAB

Beaka dunmupana tabnerka cbabpika 603eHTaH monohydrate (bosentan monohydrate), ekBUBaJIEeHTEH
Ha 125 mg 6o3enTan(bosentan) .

3a MbJIEH CIMIUCHK HA MOMOILIHUTE BELLECTBA, BHXK To4Yka 6. 1.
3. JJEKAPCTBEHA ®OPMA

OunmupaHa TabneTka.

bo3zenTan 3eHTHBa 125 mg: eMNCOBUAHH, ABOHMHOU3ITbKHAIIU, CBETIIOOPAHKEBH (PHIIMUPAHH
TabseTKH ¢ Ab/pKUHA npuba. 11 mm u wMpoyuna npudn. S mm.

4. KJIUMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aAHHA

Jleuenune Ha 6enoapobHa aprepuanHa xunepronus (bAX) 3a nogobpsBaHe Ha pU3HUECKHUS KanaLuTeT
U CUMITTOMaTHKaTa rnpu nauueHTu ¢ pyHkurmoHasieH knac Il no C30. EdexkTtuBHocTTa € f0Ka3aHa
[MpH:
- [IbpBHUYHa (MAHONATHYHA M HAc/eACTBEHA) OenoApoOHa apTepHaiHa XUNepTOHUS
- benoapobHa aprepranHa XMNEPTOHUA BTOPUYHA Ha CKJIepoaepMHs 6€3 3HaYUuMO
MHTEepPCTHLIHAIHO Oen0apobHOo 3abosnsBaHe
- benoapobHa aprepuanHa XMNEPTOHUSA, CBbP3aHa ¢ BPOJIEHH CHCTEMHO-0€10ApOOHH IIBLHTOBE
U pu3nosIorus Ha AH3eHMEHrep

HabnroaBaHu ca U HAKOU NMoJ00OpEeHUs NPU NaLMeHTH ¢ OeoapodHa apTepraiHa XHITEPTOHHS,
¢yHkumonanen knac no C30 11 (Bx. Touka 5.1).

bo3eHTaH 3eHTHBA € NMOKa3€eH CbLIO 3a HaMaJIIBaHE Ha 6PDH H4 HOBOIIOABUIIHK C€ IUI'HTAJIHH A3BH IPH
MAUHUEHTH CbC CHCTEMHA CKJICPO34d, KAKTO H B X014 Ha 3a00/19BaHETO OT IaKTWIHA A3BeHa 00JiecT (B}K.

To4yka 5.1).
4.2 Jlo3HpPOBKA H HAYMHH HA NPHJIOKEHHE

Jdo3upoBka

benoapobHa aprepHaiHa XUNEPTOHUS
Jleuenuero TpsaOBa aa ObJe Ha3HAYaBaHO U NMPOC/IEAABAHO €AUHCTBEHO OT JIEKAp C OMHT B JICYEHHUETO
Ha bAX.

B onakoBkara € BKJIIOYEH CHI'HAJIHA KapTa 3a nalMeHTa, npeaocrassia BakHa MHGopmauus 3a
0e30nacHOCTTa, ¢ KOATO NalUeHTHTEe TpaOBa Aa ObaaT 3arno3HaTH Npead M 1o BpeMe Ha JIEYEHHETO C
bo3zenTaH 3eHTHBA. '

Bw3pacmuu
[Ip1 Bb3pacTHH NMauMHeHTH, JieueHHeTo ¢ bo3zeHran 3eHTuBa TpaOBa aa ce 3anoy

JABa IIbTH JHCBHO B INPOAB/IKCHHC HA 4 CCAMHLH, KOATO CJICA TOBA CC INOBHUIABA ﬂ?jtpmlhpwaum ,1103& R

ot 125 mg aBa mbTH AHEBHO. ChLIMTE NPENOPHKH C€ OTHACAT 3a MOBTOPHOTO BKNYOHBAHE HE BOSEHTaH |
3eHTHBA CJle]l MPEKbCBAHE Ha JIEYEHHUETO (BXK. TOUKa 4.4). \"’{b RN, .
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lleduampuuna nonyrayus

[leauaTpuuHRTe (PapMAKOKMHETHYHHA AAHHHU [TOKA3BaT, Ye IUIa3MEHHUTE KOHLIEHTpalMH O03eHTaH npu
aeua ¢ benoapobua aprepuaniHa XMNEPTOHHMS Ha Bb3pacT oT | roguHM o 15 roauHu ca OKnM cpeaHo
MO-HHCKH, OTKOJIKOTO NPH Bb3PACTHH NALMEHTH H HE Ca ce MOBULUMAHY ¢ NOBUIIABAHE HA N03aTa Ha
bo3zeHTan 3¢HTHBA Han 2 mg/kg TeNeCHO Terno WK MpHv yBeJlH4yaBaHe Ha YecTOTa Ha JA03aTa OT ABa
IThTH JHEBHO 1O TPH ITETH AHEBHO (BX. Touka 5.2). IlopdilIaBaHeTO Ha A03aTa WIH YeCTOTaTa Ha
NMPYEM Ha 103aTa BEPOSTHO HAMA 14 JOBEAC A0 NOMBAHHTENHH KIIHHMYHY MON3H.

B13 ocHOBa Ha Te3u papMaKOKHMHETHYHH pe3y/ITaTH, KOTaTo ¢€ Npunara rnpH aecua ¢ 6enoapodHa
apTepHajlHa XMIEPTOHUA HAa Bb3PacT 1 roAMHA H NO-TOJEMH, NPENOpLYBAaHATa HAYaIHA U
noAAbpXaua A03a ¢ 2 mg/kg cyrpuH u Beuep.

[Tpu HOBOpOAEHH ¢ nepcucTHpaiua 6enogpobHa xuneprouna Ha HoBopoaeHoTo (IIBXH), edexTsT OT
603eHTaH He € J0Ka3aH MPH CTAHAAPTHO MOJIaraHe Ha MEIMUHHCKH rpipkH. He morar aa ce Hanpapsr
APENOPBKU 332 NO3HPOBKATa (BK. TOUKH 5.1 H 5.2).

bo3eHTaH 3eHTHBA HE TPAOBA Aa C¢ Npunara npu aeua ¢ renecHo terno noa 31 kg u tpadea aa ce
M3MO0JI3Ba AITEPHATHBEH NPOLYKT, ChiIbpaKall 603eHTaH.

Jleuenue e cayyau na xaunuuno growasare Ha bAX

B cnyuail Ha KNTHHHYHO BlIOHIABAHE (HanpUMep, HaMalsBaHe Ha pa3cToaHUeTo noHe ¢ 10% npwu 6-
MHHYTHHA TECT € XOJIeHe, B CPABHCHUE ¢ H3CIEABAHETO Npeaun JICYEHHETO), BbIPEKHU NouHe 8-
CeAMHYHOTO JieueHHEe ¢ bo3eHTaH 3eHTHBA (TapreTHa n03a Hak-Manko 4 ceaMHLHM), TpaOBa na ce
MHCJIM 33 aNTepHaTHBHA Tepanud. Bce nak, HAKOM NALUMEHTH, KOMTO criell 8-CEAMHUYHO JIEYEHME C
bo3eHTaH 3eHTHBA HE Ca NOKA3aJIH OTTOBOP, MOTaT Ja ¢¢ MOBNHAAT OnaronpuaTHo ciex omwe 4 1o 8
CeAMHIIH JICUEHHE.

B ciyyaii Ha KbCHO KNTHHHYHO BJIOIIABAHE, BBIPEKU NeueHHeTo ¢ boleHTan 3entuea (1.€., crex
HAKOJKO MECEUYRO JicucHKe), TpAOBA Aa ce HanpaBW NPEOLCHKa Ha JieueHHeTo. HAKon nanmeHTH ¢
HEe3aA0BOJHTENEH OTTOBOP Ha 125 mg bo3eHTan 3eHTHBA A8a ITbTH AHEBHO MOTAT JIEKO Ja Noaodpar
CBOS (PUIMYECKH KanalUTeT [pH MOBHULLIABaHE Ha Aao3arta A0 250 mg nsa nbTH AHEeBHO. TpadBa na ce
HarpaBH BHHMATENHa OLIEHKA Ha No13a/pUCK, KAaTO ¢e HMAa NMPEABH, Y€ YepHOAPOOHATA TOKCHYHOCT €
no3o3asHcHMa (BX. Toukn 4.4 u 5.1).

IIpexpamaesane na rewenuemo

OnuThT ¢ pA3KOTO CnHpaHe Ha bo3eHTaH 3eHTHRaA npy naudedTn ¢ bAX e orpannyeH. He ca
HabmozaBaHU JOKA3aTe/ICTRA 3a OCThp pebayni. Bee nak, 3a na ce npeaoTBpaTH BE3MOXKHATA MOABA
Ha YBpPEKJall0 KIMHHYHO BIIOLUIABAHE MOpPaAH NOTeHUHanHus pebayna edekt, Tpabpa aa ce MuciH 3a
NOCTENEHHO HAMAJIABaHEe Ha Ao3ara (HaMalgBaHe 103aTa HanoJoBUMHa 3a 3 n0 7 AHK). 3a nepHoaa Ha
ClIMpaHe Ha JIEYEHHETO Ce MpenopbUYBa HHTEH3IUBHO [TPOC/IeAIBaHE.

AKO e B3eTO pELUCHHE a CE NMpeKpaTH jJeueHHeTo ¢ bo3eHran 3eHTHBa, ToBa TpaOBa 1a cTaHe
NMOCTENEHHO, AOKATO CE BbBEXK/A aJITCPHATUBHATA TEPAaNMA.

CucreMHa CKIIEpO3a NPH NEPCHCTUPALIA JaKTHIHA g3B€Ha Honect

Jleuenuero TpabBa Aa ObA€ 3an04YHATO M HAbAKOAABAHO CAMO OT JIEKap ¢ ONUT B JICYEHHETO Ha
CHCTEMHA CKIIepo3a.

B onakoBkaTa € BKIIOYEHa CHIHAIHA KapTa 38 NAaUMEHTa, NPeAoCTaBALla BakHA HHpOpMaLIMs 3a
0e30MacHOCT, KOATO HALMEHTHTE TPAOBA Aa 3HAAT NPEeaH U MO BpEME Ha JEYeHHeTo ¢ bo3eHTaH

3eHTHBA.

Bw3pacmuu
Jleuenuero ¢ boseHran 3eHTHRa TpaOBa Aa ce 2ano4He ¢ 403a 0T 62,5 mg nBa TLTH AHEBHO B
Npoab/KEHHE HA 4 CeAMHMLM M Chejl TOBA Ce YBeJMYaBa 10 AOCTUraHe Ha MOAAbPIKALLA @mﬁaﬁﬁ,\
mg ABa MbTH AHEBHO. CHIUMTE NPenoOpbKH C€ OTHACAT 3a MOBTOPHOTO BKIIOYBAHE HA T \\“5’@; :
3eHTHBA Cle] MPEeKbCBaHE Ha TeYeHHETO (BXK. TOUKA 4.4). Pty
OnHTBLT OT KOHTPONHPAHH KITHHUYHH MTPOYYBAHHSA NPH TE€3HM NOKA3AHUS € OrPAHUYE '
NPOAB/DKMTENHOCT OT 6 Mecella (BX. Touka 5.1).
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Peaki1iisaTa Ha MOBJIMARAHE Ha MALHEHTA OT JICYEHHETO U HEOOXOIHMOCTTa OT NPOoABIKAaBaHe Ha
TepanuaTa TpaOBa peloBHO /1a ce MOA1arart Ha npelieHka. Tpa6ra ia ce MpaBH BHAUMATEIHA OLIEHKa HA
CBOTHOLISHHETO NON34a/PHCK, KATO C€ OTUMTA YePHOAPOOHATA TOKCHYHOCT Ha 603eHTaH (BXK. TOUYKH

4.4 1 4.8).

Ileduampuyuna nonyaayus
Hsama naxHeu 3a 6e3onacHocTTa ¥ €PEKTHBHOCTTA Ha JICYEHHUETO NMPH NMALMEHTH Ha BB3pacT noa 18
roauHy. HaMa vanuyHH ¢papMakOKHHETHYHH NaHHM 3a boleHTaH 3eHTHBaA NpH MANIKH A€lla C TOBA

3a00/159BaHe.

CrheunanHy nomyJaaiuu
Yepnoopobno yapescoane

Bo3eHTaH 3eHTHBA € NPOTUBONOKA3AH MPH NAUMEHTH C YMEPEHA A0 TEXKKAa HepHOApoOHa AucdyHKLIHA
(B1ok Touku 4.3, 4.4 n 5.2). Ilpu nauuenTy ¢ aeko yeproapobHo yBpexaane (T.¢. Child-Pugh knac A)
HE € HeOOX0AUMO KOpUTrHpaHe Ha Jo3aTa (BX. Touka 5.2).

bvbpeuno yspeoxoane
[Ipn nauueHTH ¢ OBOpeUHO yBpEKaaHe He Ce Hajlara KOpurupane Ha nosara. He ce Hanara
KOpUrHpaHe Ha J103aTa NP NALMEHTH, NIOANEKALIM Ha Avanu3a (BXK. Touka 5.2).

Cmapuecka év3pacm
He ce Hajlara KopekLdsa Ha A03aTa NpH NauHeHTH HA BL3pacT Haz 65 roaHHH.

Hauny HA DPRJIOKEHHE

Tabnerxure ce npueMar npe3 ycrara CYTPUH H Beuep, cbC Uy 6e3 xpaHa. PuiMUpaHuTe TabAETKH
TpabBa na ce NoreJIHaT ¢ BOAA.

4.3 IlpoTHBONOKA3aHRA

- CBpPBEXUYYBCTBHTEIHOCT KbM aKTHBHOTO BELIECTBO MM KbM HAKOE OT NOMOLUHHTE BELIECTBA,
H30pOoeHH B TOUKA 6.1

- YMepeHo A0 TexXKo yepHoaApoOHO yBpexaane, T.¢. Child-Pugh knac B wnu C (Bx. Touka 5.2)

- ba3oBu cTOMHOCTH Ha YepHOAPOOHKTE aMHHOTpaHCc(epasH, T.€., acnapTaT aMMHOTpaHCcdepasa
(AST) v/ vnu ananuH amuHoTpaHcdepasa (ALT), mo-rongmo ot 3 X Haa ropHaTa HopManHa
rpaHyua (ITH; Bx. Touka 4.4)

- EnHOBpEMEHEH NpHEM Ha LIMKAOCNOPHH A (BHXK TOYKA 4.5)

- bpeMenHocT (Bx. TOUKH 4.4 1 4.6).

- JKeHH ¢ ReTepOACH NOTEHIMAN, KOMUTO HE U3MNOJ3BAT HAAEXIHH METOAH 3a KOHTpalleniiMa (BXK.
TouKkH 4.4, 4.5 u 4.6)

44 Cpeunains npeaynpexXacHAS H NpPeANa3HH MEePKH NIPH NpHEM

EduxacHocTTa Ha H03eHTaH MpH NaUMEHTH ¢ Texkka BAX He e foka3aHa. AKO KIHHHYHOTO ChCTOSHHE
ce BiIowana (Bx. Touka 4.2), tpadbpa ga ce odcbau npeMUHaBaHe KbM TEpPAIIHA, NPEnopHYBaHa 3a
TexxKata ¢aza Ha 3abonaBaHeTo (HanpuMep, ENONPOCTEHOI).

He e ycranoBen 6anaHcsT nonsza/puck ot 603eHTaH npy nauventd ¢ BAX I ¢pyukunonanex knac,
cnopen kiacugpukauusTa Ha C30.

bo3eHTaH 3eHTHBA TPAOBA Ja Ce NPHEMa CaMO aKO CHCTEMHOTO CHCTOJIHYHO KPbBHO HANSTAHE € Mo-

BHCOKO OT 85 mmHg.

AAKTH/IHH A3BH.




YepHonobpHa hyHK

Cabp3aHOTO ¢ D03EHTAH NOBHILABAHE HA YEPHOAPOOHUTE aMUHOTpaHCcPepasy, T.€., acnapraTt U
anaHuH aMMHOTpaHCchepasd (AST w/iumm ALT), e no3zozaBucumo. [IpomMenure B yeproapoOHUTE
€H3MMH OOMKHOBEHO Bb3HHKBAT Mpe3 NbPBHTE 16 ceAMHUM OT JeyeHHeTO (BXK. Touka 4.8). Te3n
MOKa4YBaHHA MOXeE Aa Ce ADKAT YaCTHYHO Ha KOHKYPEHTHOTO NOTHCKAHE Ha €JIMMHHALKATA Ha
KITBYHHTE COJIH OT XEMATOLHTHTE, HO BEPOATHO BbB Bb3HUKBAHETO Ha YepHOAPOOHAaTa AHCHYHKIKNS
ca BKJIKOYEHH M JPYyTH MEXaHH3IMH, KOUTO HE Ca HAMWIHO YCTAaHOBEHH. He € H3kimoueHa
aKyMyJaLuMsTa Ha 003eHTaH B XeNaTOLUTHTE, BOAEILA A0 LIMTOMHK3a ¢ Bb3MOXHO TEXKKO YBpeXKaaHe Ha
YEPHHS IpoO, KAKTO H HMYHOJIOrMYEeH MeXaHH3bM. Chobl1iaBaHM ca pellKH CTy9ad Ha ABTOMMYHEH
X€MAaTHT C JIATEHTEH NEPHOI OT HAKOJIKO Mecela A0 FOAHHU. PUCKBT OT YepHOApOOHa AUChYHKLIHS
MOJKeE J1a ce MOBHIUH H MPH € AHOBPEMEHHOTO NMpHEMaHe ¢ 603eHTaH Ha IEKAPCTBEHH NPOAYKTH, KOMTO
ca HHXHOHMTOPH HA €KCIIOPTHATA MOMIIA 32 XUTbYHH COJIM, HapUMep, prdpamMnuilui, raubeHKIaMHa 1
LMKJIOCHOPHH A (BXK. TOUkH 4.3 ¥ 4.5), HO AAHHUTE 32 TOBA A OTPAHUYECHM.

HuBaTa Ha YepHOAPOOHHTE TPAHCAMHHAIH TPEOBa Aa ce HIMEPBAT NpeAH 3AN0YBARE HA
JIEYeHHETO, 8 CJIEk TOBA HA BCEKH ¢1HH MeCell, 33 Cpoxa HA JedeHHeTO ¢ bozenTan 3enThRBa.
OcBen TOBA, HHBATA HA YepHOAPOOHHTE TPARCAMHHEAZH TpROBA Aa e HIMePBAT 2 CeAMHIH
¢Jie/l BCUKO YBEJIHYIEHHE HA J03ATA.

ITpenopbkH B cayuail Ha popemasane 5a ALT / ACAT
Husa ua ALT/AST I]Enogmul 33 JicueHHE H NpocjeagBaHe

>3u<5xULN PeayntarsbT TpAOBa Aa Oble MOTBBPACH C BTOPO HYEPHOAPOOHO M3C/IEABAHE,
aKo € NoTBBPACHO, TpAOBA Aa ce pewH, Ha HHANBUAYanHa 6a3a, 1alu na ce
NPOAB/DKH 1O BE3MOXKHOCT C HAMANEHa 103a bo3eHTaH 3eHTHBa WM Aa ce
cnpe npuharadero Ha bosexTaH 3enuTura (Bk. Touka 4.2). Ilpocnenssatero
Ha HMBaTa Ha aMMHOTpancdepasuTe TpaOBa Ja NPOABLIKH Hali-MaNKo Ha
BCEKH 2 CEAMHLH. AKO HUBATA HA aMHHOTpaHCEPa3UTE Ce BLPHAT A0
CTOHHOCTHTE fIpeaH JIeUeHHETO, TpAOBa na ce 0OCHAM NPOABIHKABAHETO WIH
NOBTOPHOTO BKNOYBaHE Ha bo3eHTaH 3eHTHBA, CrIOpe ONUCAHWTE NO-A0TY
YCNIOBHA.

>5and <8 x ULN | Pesynrarst Tpabsa na 6bae NOTBBPAEH C BTOPO YEPHOAPOOHO H3C/IeABaHE,
aKO € MTOTBBbPACHO, IeYEHHETO TPpAOBA Ja ce Cnpe W HUBaTa Ha
aMHHOTpaHcdepasnuTe aa ce NMpoclieAABAT Haif-MaIKO Ha BCEKH 2 CeAMBUM.
AKO HUBAT2 HA AMUHOTPAHC(EPA3UTE CE€ BbPHAT X0 CTOMHOCTUTE NPEIH
neyeHyueTo, Tpabea na ce 0BCHAW NOBTOPHOTO BKIIIOUBaHE Ha bozeHTaH

3eHTHBE, CNIOPEA OMUCAHMTE f10-A0TY YCIIOBHA.

>8 x ULN Jleuennero Tpsabea na 6bae npexpareHo 6e3 Ja ce 06CHkKIa NOBTOPHO
BKJKOYBaHe Ha bo3eHTaH 3eHTHBA.

B cayuad Ha CPBP3aHa € JIeUCHHETO KAHBEHYHA CHMIOTOMATHKA HA Y9¢pPHOAPOOHO YBpeKaAaHe
HJIH SBTOHMYHEH XeNATHT, T.C. rajcHe, NOBPBLIAHE, TEMIIEpaTYPa, O0JIKa B KOpeMa, XKBITCHHLA,
HeoOHYyaiiHa OTITYCHATOCT WM YMOPAEMOCT, FPHNONOA06eH CHHAPOM (apTpalirvi, MHaJrua,
TEMIICpaTypa), JedenneTo TpabBa aa 6vae cnpsao B Aa He ce 00CHIKAR NOBTOPHO BKINYBAHE HA
Bbo3zenTan 3esTHBA.

Iloemopno exnoueane Ha reyenuemo

[IoBTOpHO BKIKOUBAHE HA JIeycHUeTO ¢ bo3eHTaH 3eHTHBRA TpAOBa na ce ob6CHK A, CaMO aKo
NOTEHUKATHATE NOJI3H OT YepHOAPOOHHTE aMHHOTpaHC¢epa3H ca B pAMKHTE Ha CTORHOCTHTE NMpeau
nevenueTo. [lpenopsunTeNiHo € MHEHHETO Ha XenaTtojor. IloeroproTo BKMOYBane Tpabea aa cieapa

yKa3aHHUATa, H30POEHH B TOuKa 4.2, mi.l’ﬂ ;{‘}‘*\\

B To3H cay4aili HHBATa HA aMHBHOTpaHcPepa3uTe TPROBa Aa OGLAAT HICAEABAHHE (/2 :

NOBTOPHOTO BKJINOYBAHE, C/IC] TOBA O0THOBO (/1€ Ol E 2 ceAMHIH H l]O-HﬂTﬂTBIC , __"*".. \

FOpHHTE OPENOPLKH.
(I'TH) = 'opHa rpaHdLA Ha HOpMa




KoHLIEHTpaLIMH Ha XeMOrTIOOHH
Jleuenuero ¢ 6o3eHTaH € GUNO CBBP3aHO ¢ A0303aBHCHMO MOHHW)KEHHE Ha KOHLICHTPALIUATA HA

xemoraobuuHa (Bx. Touka 4.8). Ilpu nnauebo KOHTpONHpaHH MPOYUYBAHHUA, CBBP3AHOTO ¢ HO3eHTaH
NOHMXKEHUE HAa KOHLIEHTpaLMATa Ha XxemornobuHa He ce e 3anundouasano, a ce e crabwinsnpano cnepn
nepeuTE 4—12 ceaMuL o1 eyeHneTo. Ipenopbusa ce KOHLEHTpaLHATa Ha XeMOornobrHa aa ce
M3CJIEABA NPEAH 3aNOYBAHE Ha ICUCHUETO, BCEKHU Mecell Npe3 MbPRHTE 4 MeceLia, C/IeA KOETO BENHBXK
Ha TPH Mecela. AKO Bb3HHKHE KIHHHYHO 3HAaYHMO MOHMKEHHAE HA XeMOMIO0OHHOBATA KOHLIEHTpaLlM,
TpAOBa J1a ce HanpaBH JOITbIIHATENHA OLEHKAa M U3CNEABAHE 34 YCTAHOBABAHE HA NPHYHMHATA U
HeoOXO0AMMOCTTa OT crelMpUYHO neveHre. B nepuoaa ciea myckaHe Ha nazapa, ce ¢robiasa 3a
CJTY4aH Ha aHEMMs, KOATO U3HCKBA BJIMBAHE HA YE€PBEHU KPHBHHU KIETKH (BX. TO4Ka 4.8).

JKEeHH ¢ feTepoeH NOTEeHIHUAT

Toii kaTo 603eHTaH MOXKe 1a HanpaBy XOPMOHAJIHHTE KOHTPaLENTHBH HeePEKTHBHH, OCBEH TOBA

CBILIECTBYBA PUCK OT BNOWIABAHE Ha OenoapobHaTa XUNepTOHHA NpH OPEMEHHOCT, KaKTo H

TepaTOr¢HHUTE edexT, HabnoaaBaHH NPH KHUBOTHH.

- Jleuenunero ¢ bosenran 3enTrBa He TpabBa na Obae 3aN0YBAHO NPH KEHH C AETEPOAEH
MMOTEHLMA, OCBEH aKO TE€ HE H3MOJI3BAT HAJCKAHA KOHTPALIENLMA U pe3yaTaThT OT TECTa 3a
OpeMEHHOCT Npeay JICHEHHETO He € OTPHULIATEJIEH.

- XOPMOHAJTHUTE KOHTPALIEITTHBH He MOraT Aa ObJaT € AMHCTBEH KOHTPALICIITUBEH METO N0
BpEeMe Ha nevyeHue ¢ boseHTaH 3eHTHBa.

- [To BpeMe Ha NeYeHHe ce NMPENOPHYBA Ja CE NPABAT €XKEMECEHHH TECTOBE 3a OPEMEHHOCT ¢ Le)
paHHO OTKPHBAHE Ha OpPEMEHHOCTTA.

3a nonbJHUTENHA HHPOPMALIMA BIOKTE TOUKH 4.5 K1 4.6,

benonpobHa BeHOOKIY3HBHA DoslecT

HUMa cpoOuieHus 3a ciyyan Ha SenoapodeH OTOK NMpH ynortpedarta Ha BazoaAuNaTaropi (ri1aBHo
NPOCTALMKJIHHH) OT NauMeHTH ¢ benonpodbHa seHooKTY3HBHA Oonect. CnenoBaresHo, ako Npu
nedyeHueTo ¢ H03eHTaH Ha NaUMeHTH ¢ benoapodHa apTepranHa XHNEPTOHUA CE MOABAT NPHU3HALIH HA
OenoapobeH OTOK, TpadBa 1a c& MMa NpeaBHA BE3MOXHOCTTA 38 CBbp3aHa BEHOOKIY3MBHA Oonect. B
NOCTMapKeTHHTOBHUA NMEPUO] € UMANO peaKH choOLeHHA 3a HenoapobeH 0TOK NpH NALMEHTH,
NIeKyBaHH ¢ O03€HTaH, NP KOUTO € UMaN0 ChbMHEHKUA 3a OenoapobHa BeHOOKTYy3HBHA 00MecT.

HHQ,ECHTH C 6&1103@1{& apTCpHajiHa XHITICPTOHHA ChC CHITBTCTBALIIA JIEBOKAMEPHA HOHOCTATHEYHOCT

He e npoBexnaHo cnielH¢HYHO NpoyyYBaHe NPH NaUHEHTH ¢ 6enoapobHa XUNMEPTOHHS H CHITBTCTBALLA
nesokaMepra aMcyHkuMaA. Obaue |1 611 naumentn (or xouro 804 ca nomyuasanu 6o3eHTaH H 807 ca
noy4YaBajlH MnaLedo) ¢ TeKKa XpoHHYHa cbpAc4Ha HeaocTaTbuHOCT ( XCH) ca nekyBaHM cbe cpeaHa
NPOALILKHTENHOCT OT 1,5 roauHy B mnauedo0 KOHTPONIHPaHO npoy4saHe (nmpoyusane AC-052-301/302
[ENABLE 1 & 2]). B ToBa npoytiBaHe HMa NMOBHILEHA YECTOTA HA XOCTTUTAIM3ALHKATE, THJDKALIH ce
HA XpOHUYHATA CHPACYHA HEAOCTATBYHOCT, NPE3 MbPBHTE 4—8 CeAMHLIM OT NeUEHUETO ¢ 603eHTaH,
KOETO MOXE 11a € B Pe3YJ/ITaT OT 3aJpbKKaTa Ha TCHHOCTH. B TOBa npoy4RaHe 3aapbKKaTa Ha
TEYHOCTH CE€ NIPOABABA C PAHHO HAAABaHe Ha TErNo, NOHWKEHAa KOHUEHTPALM Ha XeMorjobHHa H fo-
YyecTaTa NoABa Ha OTOLM NO KpakaTa. B kpad Ha Mpoy4BaHETO HE € YCTAHOBEHA Pa3iiHKa B UecTOTaTa
Ha XOCMUTANIH3ALMHTE BLB BPb3Ka ChC CHPACYHATA HEAOCTATHEYHOCT, HHTO B CMBPTHOCTTA MEXTY
NaLMeHTHTE, NpHeManH bo3eHTaH unu miauedo. CneaoBatenHO, NpENoOphYBa C€ NALUUEHTHTE fia ObaaT
NpocieAdaBalH 3a MPU3HALM 3a 3aJPbhAKKA Ha TEYHOCTH (HaNpUMeEp HAQJABAHE HA TErT0), 0COOEHO aKo
CTPanaT OT CHITbTCTBALLA TEXKA CUCTONHA AUCPYHKLUMA. AKO TAKMBA NMPH3HALIH CE€ MOABAT, Ce
MpenopbuBa 2a ce 3aloYHe JICUCHUE ¢ JUYPETHLM MK Aa CE NMOBHULIY 103aTa Ha MPUEMAHUTE
auypetdLd. [TpH NaLMeHTH ¢ AaHHH 3a 3aJIPhKKa HA TEHHOCTH, JISYEHUETO C IMYPEeTHLIH TpaOBa na ce
obcupau npear 3anovBaHe Ha JeueHKUeTo ¢ boseHTaH 3eHTHEA.

benoapobHa aprepuanna xuneprouus, cebp3ana ¢ HIV undekuns

OnNUTET OT KIHHUYHHUTE NPOYYBaHHUA ¢ ynioTpeba Ha O03EHTaH NMpU nauueHTH ¢ Hen
apTepvasiHa XUNepToHus, cBbp3aHa ¢ HIV HHekuHa, NeKyBaHH ¢ aHTUPETPOBUPY

NPOAYKTH, € OrpaHHyYeH (BxX. To4Ka 3.1). IIpoyuypaHe BbpXY B3aHMOAEHCTBHATE MEKIIY- iemazuﬂ s
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NONIHHABHP+PUTOHABMP NPH 3APABK X0pa MOKa3Ba NMNOBHIIEHHU IN1Ia3MEHH KOHLEHTpallMM Ha O603¢HTaH,
C MAKCHMAJIHK HUBA Tpe3 MepBHTE 4 AHH Ha NeuyeHMe ( BxK. Touka 4.5). [1pu 3anouBaHe Ha neyeHHe ¢
bo3enraH 3eHTHBA NMPH MALIMEHTH, KOUTO CE€ HYXKAAAT OT PUTOHABHP-aKTHBHPAHH MPOTEa3HH
MHXUOMTOPH, MOHOCHMOCTTA Ha NalHeHTa KbM boseHTaH 3eHTHBa TpaOBa BHUMAaTENHO fa Ce CNeM,
KaTo ce 00bpHe ocobeHo BHMMaHKe, B HA4YanoTo Ha BbBexaailarta ¢a3a, Ha pUCKa OT XHITOTOHHA H Ha
yepHoApOOHHUTE QYHKLUHOHAIHU TecTOBE. [1IOBHILIEHHAT PHUCK OT YepHOAPOOHA TOKCHYHOCT H
XE€MaTOJIOrMYHHUTE CTPAHHYHH edeKTH He MOraT Aa OBAAT H3KMIOYEHH NpH KOMOKWHKpaHa ynoTpeba Ha
003eHTaH C aHTHPETPOBHPYCHH JiekapcTBa. Ilopaau noreHMana 3a TakMBa B3aUMOACHCTBHA,
CBBP3aHH ¢ HHAYLMpauus edekr Ha 603eHTaHa BEpXY CYP450 (Bx. Touka 4.5), koliTo MOXKe J1a
OKaXKe eeKT BbpPXY e(PpUKACHOCTTA HAa AHTHUPETPOBHUPYCHATA TEPANMA, TE3H NALMEHTH CbILO TPAGBa Aa
ObAaT npociieasBaHH BHUMATENHO No oTHoueHue Ha HIV nndexuudra.

benoapobHa XUnepToHds BCNeACTBHE Ha XpoHUUHa o0CcTpykTHBHA Denoapodua donect (XOEB)
be3onacHOCTTa H NOHOCHMOCTTA HA O03E€HTaH ca NPOYYESHHU NPHU €KCIUIOPAaTOPHO, HEKOHTPOJIUPAHO
12-ceaMuuHo npoyusane npu 11 nauuenTy ¢ HenoapodHa xunepToHud BeieACTBHE Ha Texkka XOBb
(III crenen no knacudpukauuara GOLD). Habarogasanu ca noBHilieHa MHHYTHA BEHTHUNALHA H
MOHWKEHO KHCIIOPOAHO HACHLIlaHEe, KATO HAH-4eCTOTO HEXKENaHO chOuTHe e OUna AycrnHes, KosATo €
OT3By4aBasa Cjiel CUpaHeTo Ha 603€eHTaH.

EaHospeMeHHa ynorpeba ¢ Apyry JekapcTBEHH NPOAYKTH
EnnoepeMeHHaTa ynotpeba Ha bo3eHTaH 3eHTHBa H LHKIOCTIOPHH A € MPOTHBOMNOKAa3aHa (BX. TOUKH

4.3 n 4.5).

EnnospeMennarta ynotpe6a Ha bozeHTan 3eHTUBRa ¢ rnubenknaMua, GmykoHaszon u prudaMiMLMH He
ce Mpenopsysa. 3a noseve nNOAPOOHOCTH BHXK TOUKa 4.5.

EnnoBpeMeHROTO npunarade Ha bozeHran 3edHTHBa, KakTo ¢ HEXHOUTOp HAa CYP3A4, Takan ¢
uHxuouTop Ha CYP2C9 Tpabea aa ce u3barea (Bx. Touka 4.5).

[ToMOLIHY BELIIECTRA
Toau nekapcTBEH NPOAYKT ChAbpKa No-mMaiko ot 1 mmol Hatpu# (23 mg) Ha eaAMHUYHA 1034
TabnerTka, KoeTo 03Hayapa no ChLIECTBO ,,0€3 HATPHH™,

4.5 BiaamoaelcTBHE ¢ APYTH JIeKAPCTBEHH NPOAYKTHE B ApYra dopmu HA B3aAHMOAeHCTBHe

bo3zeHTaH € HHOYKTOp Ha UHTOXpOoM P450 (CYP) uzoeHaumute CYP2C9 n CYP3A4. JlanHuTe un
eumpo npeanonarat U HHAYKUMA Ha CYP2C19. Caenosarenso, ruia3MeHHTE KOHLIEHTPALIHUH Ha
BELICCTBATA, KOMTO C€ METAOONM3HPAT OT TE3H HIOCH3IUMH, LIe ObAAT NOHWKEHH NPH
€IHOBPEMEHHOTO npunarale Ha boieHran 3eHthpa. Tpadsa ga ce HMa nNpeaBua BE3MOKHOCTTA J1a ce
NPOMEHU €(PEKTHBHOCTTA Ha JICKAPCTBEHHUTE NMPOAYKTH, KOUTO ¢& MeTabDONH3UPAT OT Te3H U30SH3HMH.
Moike na ce HAJIOKU KOpHIrHpaHe Ha fJo3atra Ha Te3H NPOAYKTH ciej 3ano4YBaHe, NpoOMAHA Ha o3aTa
WJIH CNUpaHe Ha CBITBTCTBALIOTO JleucHHe ¢ bo3zeHTaH 3eHTHBA.

bozenran ce Merabonuaupa or CYP2C9 u CYP3A4. Huxubupanero Ha Te3H H30EH3HMH MOXKe 1a
YBEIUYM KOHUECHTpaunATa Ha 603eHTaH B r1asMata (BHXK KeTokoHasoi). Banauunero Ha CYP2C9
HHXHOHTOPH BLPXY KOHUEHTpauusTa Ha 603eHTaH He e npoyueHo. Ta3zu koMOuHaums TpaOBa na ce
M3NON3BA ¢ NOBMLIEHO BHUMAHHE.

dirykoHazon 4 Apyru Hexubyropd Ha CYP2C9 n CYP3A4:
EnHoBpeMEHHOTO fipuUnarake ¢ dyKoHason, kodto notucka riaesHo CYP2C9, Ho a0 w3BecTHa cTeneH
H CYP3 A4, moxe na aoBeac A0 roisiMo NMOBHLIABAHE HA TUTa3MEHKTE KOHLIEHTpalMK Ha GO3eHTaHN.
KombuHaumaTa He ce npenopbusa. [10 chulata npUyMHa HE ce NMPeNnopbLYBa eJHOBPEMEHHOTO
npunarase Ha bozeHran 3eHTHBa KakTo ¢ MolleH HHXHOHUTOp Ha CYP3 A4 (kaTo kKeTOKOHA30
HTPaKOHA30J1 WK PUTOHABHP), Taka u ¢ HHXHOUTOP Ha CYP2C9 (kato BopukoHason).

Lluxnocnopun A

EnHoepeMeHHOTO npunarane Ha boseHTaH 3eHTHBA ¢ LUKIOCNOPUH A (MHXHOHTOP
€ MPOTHBONOKAa3aHo (Bx. ToUKa 4.3). IlpH eaHOBpeMEHHOTO NpUnaraHe, HaYaTHHTE
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KOHLIEHTpaLMH Ha Go3eHTaH ca npubau3uTenHO 30-IThbTH NMO-BUCOKH OT TE€3H, H3MEPEHH CllE]
003eHTaH, NPWIOXKEH caMocToaTento. IIpU cTalMOHapHO CLCTOAHHE, TU1a3MEHHTE KOHEHTPALMH Ha
003eHTaH ca 3- 10 4-bTH MO-BHCOKH OT T€3H, H3MEPEHH cliell 603eHTaH, MPUIOKEH CAMOCTOSTENHO.
Mexanu3MBT Ha TOBa B3a#MOAEHCTBHE e Hal-BepOATHO HHXHOUpaHe OT cTpaHa Ha LIMKNOCNOPUHA Ha
MEAHKPAHOTO OT TPAHCIOPTHHTE MMPOTEHHHU NMOEMaHe Ha DO3EHTaH OT XETIATOLIHTHTE.
Konuenrpaluure Ha LHMknocnopud A (cyoctpat Ha CYP3A4) B kpbBTa HaManaBaT NprONM3IUTENHO ¢
50%. ToBa Haii-BepOATHO ce Ab/KU Ha HHAYKLMATA Ha CYP3 A4 oT cTpaHa Ha 603eHTaH.

TakponuMyc, CHPOIIHMYC
EaxsoBpeMeHHOTO NMpufiaraHe Ha TAaKpOJBMYC WK CHPONHUMYC ¢ 603€HTaH HE € H3CNeARaHO MPH Xopa,

HO ITO aHAJIOTHA C €JHOBPEMEHHOTO NPWIAaraHe ¢ LMKJIOCNOPHH A, €IHOBPEMEHHOTO MpHIaraHe Ha
TaKpPONUMYC HIIM CHpPOJIHMYC ¢ 603eHTaH MOXe a AOBEIe 0 [MOBHUIABAHE HA IUIA3MEHHTE
KOH1IeHTpalKH Ha 003eHTaH. ChIIBTCTRALIOTO JICYEHHE ¢ OO3EHTaH MOXKE Aa HAMAJIH [U1a3MEHHTE
KOHLIGHTPALIHK Ha TAKPOIHMYC H cuponuMyc. [lopaau ToBa, enHoBpeMeHHaTa ynorpeba Ha boseHTaH
3eHTHBA H TAKPOIMMYC WIH CHPOJIMMYC He ce npenopbyra. [lanHeHTHTE, NpH KOUTO KOMOHHALIMATA €
HaNOXKHTEJHA, TPAOBa Aa ObaaT NpoC/ieasBaHH BHUMATEIIHO 32 HEXKEIIAHH PEaKLHH, CBbP3aHH C
6o3eHTaH, H 3a IUITA3MEHUTE KOHLIEHTPALIUHA Ha TAKPOIUMYC H CHPOITUMYC.

[ nubeHxknaMun
ExnospeMeHHOTO npunarane ¢ 6o3eHTaH 125 mg asa nbTH JHEBHO B NPOXBIDKEHHE HA 5 JHK

NOHWKaBa IUIA3MECHHTE KOHUEHTpaUMH Ha rnubeHknaMua (cyoctpat Ha CYP3A4) ¢ 40%, ¢ BB3MOXHO
3HAYMTESIHO HAMAJIABAHE Ha XHITONIMKEMUYHHSA edexT. [InazmennTe KOHUEHTpaLHK Ha 603eHTaH
CBINO ce MoHWwKapaT ¢ 29%. OcBeH ToBa NpH NaLUEHTHTE, NOMy4YaBallid KOMOUHMpaHA Tepanus, ce
Habaoaapa Mo-rojigMa 4ecToTa Ha NMoBHIIaBaHe Ha aMUHOTpaHcdepasuTe. Kakto rnubeHknamuasT,
Taka ¥ OO3EHTAHBT MOTHCKAT €KCIIOPTHATA MOMNA Ha KIBYHHTE CONH, KOETO 6 Morno aa obAcHH
NOBHILIEHHTe aMHHOTpaHcGepasHn. Tasn komOuHaumsa He TpaOBa aa ce u3noa3ea. HaMa Hanuurm
NaHHH 3a JICKAPCTBCHHTE B3aHMOJEHCTBHA C APYTHTE CYJI(aHWTYpeHHH Mpenaparm.

Pudamnuuun

IIpn 9 3apaeH NaUKHEHTH €AHOBPEMEHHOTO NMPHIIAraHe B NPOABKEHUE Ha 7 AHW Ha O03eHTaH 125 mg
JBa NbTH AHEBHO ¢ pudaMnuLKH, MolleH HHOYKTOp HAa CYP2C9 u CYP3 A4, noHnxkasa rniazmeHHTe
KOHLICHTpauMu Ha 603¢HTaH ¢ 58%, KaTo B OTAEACH CiTyuyal TOBa MOHHKaBaHe OH MOTT0O 1a NOCTUTHE
noutd 90%. B pe3ynTtar Ha TOBa c€ OYaKBa 3HAYMTEIHO HaMaJsleH edekT Ha Oo3eHTaH npu
eJHOBPEMEHHOTO MY TIpHiIarase ¢ pudamnuunH. EAHOBpeMeHHOTO npuiaarale Ha pupaMITHLUHHE K
boseHTaH 3eHTHBA HE ce npenopbyuba. JIMNCBaT AaHHH 3a Apyrure HHaykropu Ha CYP3 A4, vanpumep
kapbamasenuH, ¢eHobapburan, GeHHTOHH M XXBIAT KAHTAPHOH, HO TAXHOTO €IHOBPEMEHHO TIPHIATaHE
CE OYaKBa Ja ROBEIC A0 HAMAJIABAHE Ha CHCTEMHATA €KCo3HLMA Ha Do3eHTaH. He Moxe na 6pae
H3KNHOYEHO KITHHHYHO 3HAUMMO HAMAaNABaHE Ha €(PUKACHOCTTA.

JlonuHABHp + PUTOHABHP (M APYIrH YCHNEHH ¢ PUTOHABHD N a3HH HHXUOUTOpH
EaHoBpeMeHHOTO npunarade Ha 6o3exHTad 125 mg ABa MbTH AHEBHO H TONMHABHP + pUTOHaBHp 400 +
100 mg nBa mbTH JHEBHO 3a 9,5 OHU NpH 3apaBy AOOPOBOJILM BOAK A0 HAYAJTHH IU1a3MEHH
KOHLICHTPaLMH Ha 603€HTaH, KOUTO ¢a NPUONHIUTENHO 48-ITbTH NO-BUCOKK OT H3MEPEHHTE Clie]]
CAMOCTOATEIHO NPUNoKEHUE Ha 603eHTaH. B ned 9 rnasMeHuTe KOHUEHTpauid Ha 603¢HTaH ca
NPUOANZUTENHO 5 MBTU NMO-BUCOKH OT TE3H MPHU CAMOCTOATEIHO MPHIOKEHHE Ha 603eHTaH.
HuxubupaHeTo OT cTpaHa HA PHTOHABHP HA MEAHKUPAHOTO OT TPAHCTIOPTHHTE NPOTECHHH NPOHUKBAHE
Ha 6o3eHTaH B XxenarouuwTHTe H Ha CYP3 A4, Bogewno ao peayumpaHe Ha KJIHpbHCa Ha 003eHTaH, Haii-
BEPOATHO NPHYHHABA TOBA B3auMoacHcTBHE. Koraro ce npuiaara eAHOBpEMEHHO ¢ IONUHABHP +
PUTOHABMP WIH APYTH PUTOHABUP-NOACHIECHH MPOTEAa3HH HHXHOUTOPH, MOHOCHMOCTTA HA NMALMEHTA
kbM 603eHTaH TpaOBa Oa ce caeau.

Cnen eqHOBPEMEHHOTO NMpuiaraHe Ha 603eHTad 3a 9,5 1HU nMnasMeRuTe eKCNo3uLHU
PUTOHABHP HAMaNfBaT A0 KIHHHYHO HE2HA4YMMAa cTeneH (¢ npubnusuresnto 14% n 53 ;ﬂq:hen—[
He3aBUCHMO OT TOBa MBJIHA HHAYKLMA Ha Ho3eHTaH MOXe Aa He 6bae nocTurHaTa gom,; fl




npocnenssane Ha HIV repanusTa. Ilono6Hu edexktH Morat aa ce ouakBar 4 NpH APYrd pHTOHABHP-
NOACHIEHH NPOTEA3HH HHXHOHTOPH (BXK. TOUKa 4.4).

Lpyru aHTHpPETPOBUPYCHH NIEKAPCTBA

He Morar aa ce HarpaBaAT clieLiUGHUHHA NPENOPDHKH 110 OTHOLIECHME HA APYTH HAJTHYHH
AHTUPETPOBUPYCHHU JIEKAPCTBA, T1I0paaH aunca Ha naHHU. Tlopaagu nogyepraHaTa XenaToTOKCHYHOCT
Ha HEBUPATIUH, KOATO MOXKE N2 C¢ aKyMYJIRpa ¢ XenaTtoTOKCUYHOCTTA Ha HO3EHTaH, Ta3n KoMOHHALIHA

HE ce MpenopbLYBA.

XOpMOHA/IHK KOHTPALIENTTHRH
EanoBpeMeHHOTO npwiarale Ha 6o3eHTan 125 mg aBa IrbTH AHEBHO B NPOABIXKEHHE Ha 7 JIHM C

€IMHHYHA 1032 NEPOPATEH KOHTPALEMTUB, ChAbPKALL HOPETUCTEPOH | mg + eTHHUI ecTpanuon

35 pg, Hamangea mowra noa KpusaTta (AUC — Area Under the Curve) Ha HOPETHCTEPOH H €ETHHHI
ecTpaauon, cboTBETHO € 14% u 31%. Ho HaMansBaHeTO Ha €KCNO3HLMATA MPH OTAEHHTE NALHEHTH €
¢cbOTBETHO A0 56% U 66%. Cnenoratenso, CaMOCTOATENHO NMPWIOKEHH KOHTPALIEITTUBH HA OCHOBATA
Ha XOPMOHH, HE3ABUCHMO OT ITbTH UM HA BBBEIKAAHE (T.€. NEPOpaIHH, HHXKEKLIMOHHH, TPaHCAEpPMATHH
HJIK UMIUTAHTHPYEMH NIEKapCTBEHH QOPMH), HE CE CYHTAT 33 HACXKAHH METOAM 3a KOHTpalenL{1s
(Bx. TO4ukH 4.4 U 4.6).

Bapdapux

EnHoBpemernHoTo npunarane ¢ 6o3entan 500 mg aBa meTH AHEBHO B NMPOAB/DKEHUE HA 6 AHH
NMOHMKABA NUTA3IMEHUTE KOHLICHTPALMH KakTo Ha S-BapdapuH (cyberpar na CYP2C9), Taka 1 Ha R-
BappapuH (cybcrpar Ha CYP3A4), cvotBeTHO © 29% u ¢ 38%. KnuHUYHHAT ONUT ¢ KOMOMHUPAHOTO
rnpuiaraxe Ha 0o3eHTaH W BapdapuH npy naudeHTH ¢ BAX He € 10Ben R0 KJIMHHYHO 3HAYUMMH
MpoMeHH B MexayHaponuna HopManusupad koepuumenT (INR - International Normalized Ratio) unu
B 03aTa Ha BapdapuHa (B Ha4aJoTO CPEIy Kpas Ha KIHHHYHHTE npoyuBaHHs). OCBEH TOBa,
YEeCTOTATa Ha IPOMEHHUTE B 03aTa Ha BapgapHHa Mo BpeMe Ha NMpoy4BaHHATA, Ab/DKallla e Ha
npomeHH B INR Wnu Ha HexenaHM peakUiiH, € CXOJIHA MTPH NALMEHTUTE, NOJTy4YaBallH 0603¢HTaH WIH
nmnauedo. He ce Hanara kopexuus Ha go3ara Ha BapdapHHa WIH Ha APYrH NOAOOHH OPaJTHH
aHTUKOAryJlaHTHH CPEACTBA [PH 3afo4BaHe Ha JeueHHe ¢ Ho3eHTaH, HO Ce NMpenopbYBa HHTEH3HBHO
npocnenasane Ha INR, ocobeHo B Ha4a10TO Ha JI€YEHHETO M B NEPHOJa Ha TOKaYBaHe HA 0034aTa.

CHMBACTATHH

EaHoBpeMEHHOTO npuiaraHe ¢ 003eHTad 125 mg ABa mbTH AHERHO B NPOABILKEHUE HA 5 THH
NOHMU)KABA TUIa3MEHHTE KOHUCHTPAUHMH Ha cHMBAcTaTHH (cybctpat Ha CYP3A4) 4 Ha Heropus
aKTHBEH MeTaboMT B-XHAPOKCH KHCENHHA, ChOTBETHO ¢ 34% u ¢ 46%. [InasMeHuTe KOHLUEHTpAHH
Ha 603eHTaH He Ce MOBIUARAT OT CBITLTCTBAILIOTO JICYEHHE CbC CUMBAcCTaTHH. TpabBa na ce uma
NnpeABHA NpociieAsBaHe HA HUBATA Ha XONECTEPONa U NOCICARALIO KOPHIHpaHe Ha 103aTa.

KerokoHason

EnHOBpeMEHHOTO NpWIaraHe B NpOAWDKEHUE Ha 6 AHW Ha Oo3eHTaH 62,5 mg ABa ITHTH JHEBHO C
KETOKOHA30J1, MoLIEH HHXHOUTOp Ha CYP3 A4, nosuiuaBa nyiasMeHHTe KOHLIEHTPALIMH Ha 003eHTaH
npubirsnTenHo 2 meTH. He ce cumrTa, ye e HeoOXoauMO na ce kopurupa ao3ara Ha boseHraH 3eHTHBA.
Buopekw, ve He € J0Ka3aHO ¢ MPOYYBAHUS WK 6160, NOACOHO NMOBHILIABAHE HA IJ1IA3MEHHTE
KOHLEHTpaLMK Ha DO3€HTaH ce O4aKBa M ¢ Apyrure MouHH HHXKOUTOpH Ha CYP3A4 (kato
MTpaxKoHa30J1 WiH puToHaBHp). Ho koraro ce komOuHupa ¢ nuxuburop Ha CYP3 A4, npH naLHeHTHTE,
cnabu Merabonnsaropd Ha CYP2C9, uma puck OT noBHiliaBaHe Ha IU1a3MEHHTE KOHLEHTPALIHH Ha
003eHTaH B HO-BHCOKA CTENEH, KOETO J1a JOBEAE A0 Bb3MOXHH BPEAHH HEXKEJIAHH PEaKilHH.

EnonpocreHon
OrpaHuyeHH JaHHU, nony4eHH oT npoyuBaHe (AC-052-356 [BREATHE-3]), B koeto
neAHaTPHUHH NALMEHTH Ca NoJy4aBaH KOMOHHaHATa OT 003€HTaH H ENONPOCTEHO
CNCA NPHEM HA €AMHHUYHA, TaKa Y Cle] MHOTOKPATHH A03U, CTOHHOCTHTE Cmax 4 A




Cunaenadun

EanoBpemMeHHOTO Npunarade Ha 6o3eHTaH 125 mg aBa nbTu AHEBHO (0€3 U3MEHEHHUA) CbC
cungeHadun 80 mg Tpu NuTH Ha AeH (0€3 HIMEHEHHS), B NPOABKECHHE HA 6 AHH, fIPH 3paBH
noGposomiy, Boau ao HamaneHue ¢ 63% B AUC Ha cunaenagun u ysennuaease ¢ 50% B AUC Ha
0o3eHTaH. [IpenopbuBa ¢ Ja ce NOAXMKAA BHUMATEHO MPH Ha3HAUYABAHE HA €IHOBPEMEHEH MPHEM.

Taganadun

bozenTan (125 mg aBa IMbTH AHEBHO) MOHMKABA CHCTEMHATA €KCNO3ULMA Ha Taganadun (40 mg
BeHBXK AHEBHO) ¢ 42% U HeroBata Cmax ¢ 27% cnea MHOTOKPATHO €AHOBPEMEHHO NpHIIaraHe.
Tananagun He noBnuaea ekcrno3uUMATa (AUC u Cmax) Ha 603eHTaH WK MeTabonurTuTe My.

JIMrOKCHH

EanoBpeMeHHOTO nipunarane Ha 6o3enrad 500 mg B nmpoabxkenue Ha 7 AHHU, ABa ITbTH JHEBHO,
3ae1HO ¢ auMrokcud, Hamangaea AUC, Cmax 1 Cmin Ha AMrOKCHH CHOTBETHO € 12%, 9% u 23%.
MexaHH3MBT 33 TOBA B3aHMOJCHCTBHE MOXKE Aa C€ Ab/DKM HA HHAYLIMPAHETO Ha P-riIMKONpoOTEHH.
Tosa B3auMoaeHCTBHE € ¢1ab0 BEpPOATHO 1a HMA KJIHHHYHA 3HAYHMOCT.

IleanaTpHuHa nomyaanus
IIpoyupalHs Ha B3aHMOACHCTBHUATA Ca NPOBEXKAAHO CAMO TIPH BB3PacTHH.

4.6 DeprnianTeT, OPpEMERHOCT H KbpMEHe

bpeMeHHOCT

[IpoyuBaHHATA NIPH KHUBOTHH €A NOKA3AJIH PENPOAYKTUBHA TOKCHYHOCT (TEPATOrCHHOCT,
eMOPHOTOKCHYHOCT, BXK. TouKa 5.3). Hama Hagexxana nadopmauns 3a ynorpedara Ha 603eHTaH npu
OpeMeHHH xeHH. [ToTeHUMaNTHUAT pUCK NPH XOpaTa BCE ollle He € u3BecTeH. boleHTan 3eHTHBA €

NMPOTHBOINOKA3€H NpH OpeMeHHOCT (BXK. TOUKa 4.3).

A eHH ¢ ACTEPONEH NOTEHUHAN

[Ipenn 3ano4yBaHe Ha JieueHHE ¢ bo3eHTaH 3¢HTHUBA NPU XKEHH CBC ACTEPOACH NOTCHUMaN TpaAOBa Ja ce
NMPOBEPH, Y€ HE ¢ HaIHLE OpeMEHHOCT, TpAOBa Aa ¢ce AaNaT NoAXOAALIH ChBETH OTHOCHO HaAEXKIAHH
METOJM 33 KOHTpaLenius, KaTto TpaOBa Ja ce 3anoyHEe U NPUNAraHeTo Ha NOAXOALIA KOHTpaLEILHUA.
[TauMeHTHTE W NEKapUTE, NPEANKMCBALUY NISUCHUETO, TPAOB2 Na 3KaAT, Y€ NopaaH Bb3MOXHH
¢apMaKOKHHETHYHH B3aUMOACHCTBHA, DO3CHTaAH MOXE 1a HANpaBH HEE(PEKTHBHH XOPMOHATHUTE
KOHTpaUenTUBH (BXK. TouKa 4.5). [Topaam ToBa, JKEHHUTE C AETEPOAEH NOTEHUHAN He TpAORa na
M3NOA3BAT XOPMOHANHUTE KOHTPALISTHBH (B TOBA YHCIIO NEPOPANHH, HHXKEKHHOHHH, TPAHCACPMAIHH
WM noa ¢opMaTa Ha HMILNAaHTATH) KaTO €AUHCTBEH METOl HA KOHTPALISIILIMA, a Ja U3MOoN3BaT
JOITBJIHHTEJICH HIM aNITEPHATUBEH HAACKACH METOA HA KOHTPALECNLUHA. AKO CBLIECTBYBA CbMHEHKE
OTHOCHO TOBa, KaKbB CLBET Ja C€ [aj¢ Ha KOHKPETEH MauuMeHT, Tpabea aa My ¢¢ npenopnya
KOHCyNTauMa ¢ rHHexkonor. [lopaau chleCTBYBALLATA BEPOATHOCT OT HEYCNEX OT NPHIAraieTo Ha
XOPMOHAJIHA KOHTPALICTILIMA MO BPEME HA JICUCHHE ¢ bo3eHTaH 3eHTHBA H KATO CE HMa NpeaBH]
PMCKBT OT TEXKO BioLIaBaHe Ha 6enogpobrara xuneprouua npu 6peMeHHOCT, MO BpeMe Ha
NieyeHHeTO ¢ bo3leHTaH 3eHTHBA C€ NPENOPBLUBA 1A CE MPABAT €XKEMECCYHHM TECTOBE 32 OPEMEHHOCT ¢
LieJl paHHO OTKpHBaHE Ha OpeMeHHOCTTa.

KbpMeHe

Hauun ot cpollleHHe Ha ciyuail onucBaT HanuyKe Ha 603eHTaH B KbpMaTa ¢ HUCKA KOHIICHTPALIHA.
HMmMa HegocraThbuHa MHpOpMaLUs 3a epeKTHTe Ha DO3eHTaH Nnpy KbpMadera. He Moxke 1a ce U3KmoOuM
pHCK 3a KbpMadeTara. He ce npenopbusa a ce KbpMH 10 BpeMe Ha JieueHue ¢ boleHTaH 3eHTHBa
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[IpoyyraHHAT2 NPH KUBOTHYU Ca NOKA3ATH TECTHKYNAPHU edexTH (BxK. TOUKa 5.3). § LM Hgﬁﬁqﬂ*
NpOy4YRaHe, H3CIEABALLO eheKTHTE Ha HO3EHTaH BLPXY TECTHKYNapHaTa GyHKUNS v W@qf . ,";
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B13 ocHOBa Ha TE€3U HAXOAKH U NPEAKIMHUYHHUTE AAHHH, HE MOXE Ja C€ U3KJIIOUYH, Ye DO3EeHTaH MOXKE
Ja UMa yBpeKaalll €PekT BbpXYy CNEepMaToreHesara npu Muxkere. He moxke Aa ce M3kmoun
ORITOCPOYHO BITMAHHE BHPXY QEPTWIHTETA Cel JeueHHe ¢ H03EHTaH NPH Aela OT MBXKKH IOJI.

4.7 EdexTH BBLpXY cmocobHOCTTA 32 modHpane H padora ¢ MAIIHAN

He ca npoBexnaHH crieuMpyyHHA NpOyYBAHMA 34 OLICHKA Ha npexkus edekT Ha bo3eHTan 3eHTHBa
BBPXY cocoDHOCTTA 3a WodHupaHe W paboTta ¢ MallnHU, Bunpeku ToBa, boseHTaH 3eHTHBa MOXe Ja
NPHYHHHA XUIIOTOHHUS, CbC 3aMafsHOCT, 3aMBITICHO 3PEHUE WK CHHKOMN, KOUTO ODHXa MOIIH aa
NoBAMAAT criocoOHOCTTA 38 WodupaHe WiH paboTa ¢ MalUHHM.

4.8 HexelaHH JeKAPCTBEHH PeaKilHH

[Ipu 20 nnauebo KOHTpONUpPaHHU NPOYUYBAHHA, TPOBECACHH NPH paNIHYHH TEPANeBTHYHH MOKa3aHU,

obuio 2486 nauMeHTH ca npHeMany 6o3eHTaH B AHeBHa A03a ot 100 mg ao 2000 mg n 1838 naumenTH
ca npueMan mwauebo. CpeaHaTta NPOABIKUTENHOCT Ha NleueHUueTo e Ouna 45 ceamuun. Hexxenanvnre

JIEKAPCTBEHH peakLMM c¢ AePHHUPAT KaTO CHOUTHUA, KOUTO BBE3HUKBAT NpH Hai-manko 1% ot
npHeMaurTe 003eHTaH NauMeHTH U ¢ YecToTa NoHe 0,5% no-ronsaMa OT Ta3zH Ha MPUEMALLIMTE
mauebo nauneHTd. Hafi-uecture HexkenaHu NeKapCTBEHH peakumu ¢a raasodonue (11,5%),
OTOK/3a7pbKKa Ha Te4HOCTH (13,2%), abnopMHH H3cneaBaHud 3a vepHoaApoOHa dpyHKLMA (10,9%) u
aHeMHA/TIOHWXEH XeMornoduH (9,9%).

JleueHneto ¢ H03eHTaH € OO0 CBBP3aHO ¢ J0303aBUCHMO MOBHIIABaHE HA YEPHOAPOOHHTE
aMHHOTpaHcdepa3n U NOHIKABaHe Ha KOHLIEHTpaUMATa Ha XxeMorioO1Ha (Bx. Touka 4.4),

HexxenaHuTe nexkapcTBeHH peakuuu, HabmoaapaHu B 2() nnaiebo KOHTPONHPAHH NMPOYyYBAHUSA H NPH
NOCTMAPKETHHTOBHUSA ONMKUT ¢ OO3EHTAH Ca CTENEHYBAHH 10 YECTOTa KAaTO CE U3MNOJ3Ba ClleAHaTa
KOHBeHLHA: MHOTO 4ecTH (> 1/10); wectu (=1 / 100 oo <1/10); neuectu (= 1 / 1 000 go <1/100); penxu
(= 1/10 000 go <1/ 1 000); muoro peaku (<1 / 10 000); c Hen3BecTHa uecToTa (OT HANTHYHHUTE AAHHH
He MOXke aa Obae HanpaBeHa OlieHKa).

B1B BCAKO rpyNHpaHe B 3aBUCHMOCT OT HYECTOTATA, HEXKEIAHUTE NEKAPCTBEHHU PEAKLIMH ce H30poABaT
B HU3X0A4Ll peJ MO OTHOLIEHHUE Ha TAXHATa cCepHO3HOCT. He ca HabmonaraHu KNIMHUYHO 3HAYMMH
Pa3iiMKH B HeXKeJIAHUTE JIeKApCTBEHH peakLu Mex Iy obinara 6a3a njaHHK M 0AO0OPEHHTE MOKA3aHHA.

CHeTeMO-Opraien Kaac HecToTa HexenaHa peaknns
HapylwieHus Ha KpBpBTa H Yectn AHEMHs, TIOHWKEH XeMOTrI00MH (BXk
nuM{HaTa cCUcTEMa TOYKa 4.4)

Heuectn TpomGouuTonenus’

Heytponeuus, neskonexus'

C "HeM3BECTHA 4ECTOTA

AHEMHA WIH NOHWKABaHE Ha
XeMOrnoOHHa, KOeTO NOHAKOra
Ha/lara npejiMBaHe Ha YepBEeHH
KPBBHH KJIETKH'
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HapyileHHs Ha UIMyHHaTa YecTH Peakumu Ha CBPBbXUYYBCTBHUTEITHOCT
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Peaxu AHaHnakcua W/unu aHruoeaem'

HapylueHHs Ha HepBHaTa MHOro 4ecTH I'marobonue’ e
CHCTEMA YecTH Cuukon'* R 7 )
HapylueHHs Ha O4YHTE C HeM3BECTHA YecToTa 3aMBITIEHO 3pEHHE X e N
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MEAMACTHHAJIHH HapYUIEHHS

CToMAaIIHO-YpPEeBHH YecTu ["acrpoesodareanta pedaykcHa
HapyLIEeHNA bonect
Hnapus
Xenaro-OnnuapHu MHoro uecTH AOGHOpMHHK YepHOAPOOHH
HapyLCHUSA (GYHKIMOHANIHH TECTOBE
(8K, TOuKa 4.4)
HeuectH [ToBHIIeHH aMHHOTpaHCc(epas,

CBBLP3aHH ¢ XENAaTHT ( BKITIOMHUTEJTHO
Bb3MOXKHO ODOCTpAHE Ha Nnojexartil
XenaTHT) WHWIH xbiTeHuual (Bx.
TOuKa 4.4)

Peaxn Linpo3a Ha yepHus Lpoo,
yepHOApoOHa HEAOCTATBYHOCT,
ABTOMMYHEH XENaTHT

HapyiueHns Ha Koxara U YecTH Epurema
NOAKOMAKHATA ThKaH
OO6wm HapylweHHa ¥ epektd | MHOro uect OTOK, 3aaBpKaHe Ha TEUHOCTH’

HAa MACTOTO Ha NPUJIOXKEHHE
| laHHK, MOMyY€eHH OT NIOCTMAPKETHHIOBHSA OITHT, YECTOTHTE C€ OCHOBABaT HA CTATHCTHYECKOTO MOJEIHpaHe Ha
m1aued0-KOHTPONHPAHH AaHHH OT KJIHHHYHO NPOYYBaHE,

2PeakuH Ha CBPBLXYYBCTBHTENIHOCT ¢a ¢hoOLIeHH NpH 9,9% oT naupeHTHTE ¢ 603eHTaH # NpH 9,1% oT
NnalHeHTUTE ¢ rauedo.

‘nasoGonue e cpobmeno mpu 11,5% or nauneHTHTE ¢ 6o3eHTaR M nphu 9,8% oT MaLHEHTHTE ¢ NIanebo.

*Tes3n BurOBE peaklMH ChIUIO MOXE Aa €a CBBP3aHH C NOoLTEKalo 3abonsaBaHe.

> OTOK WM 3a/IphKKa Ha TeUHOCTH € chobiueH mpH 13,2% ot nauvenTHTe ¢ Gozenrtan U npu 10,9% ot
nalHeHTHTE ¢ Iauedo.

[Io BpeMe Ha NOCT-MAPKETHHIOBHA MEPHOA €a CHODIUECHH PEAKH CTy4an Ha HEOOSCHHMA LHpO3a Ha
YepHHA Apod ciea MPOOLJDKHTENHO JieueHHe ¢ 603eHTaH NpH NALMEHTH ¢ MHOXECTBO NMPHRAPY>KaBailiH
3a00naBaHKA W TEpaluH C JexapcTBeHU cpeacTra. MMa cbiio peaxu croblueHms 3a yepHoapoOHa
HEAOCTATHYHOCT W ABTOMMYHEH XENaTHT C JJATEHTEH NMEPUO OT HAKOJKO Mecelia 10 roauHu. Tesu
CHOOLEHHS NOJCWIBAT 3HAYEHHETO Ha CTPUKTHOTO CNa3BaHe Ha eXXEMECEeMHOTO NMPOoCNeAIBaHe Ha
yepHOApOOHHTE (PYHKLMK, AOKATO Tpae JeyeHHeTo ¢ boseHTan 3eHTuBa (BXK. TOUKa 4.4)

IleauaTpyUyHa NonyJjaums

Hexonmponupanu kaunusnu npoyueanus npu neOuampuiny nayuenmu.

[IpodunsT Ha 6€30NacHOCT NPH MBPBOTO OTBOPEHO HEKOHTPOJIHPAHO NEQHATPHYHO NPOYYBAHE
npoBeaeHo ¢ dunmupann Tabnerku (BREATHE-3: n = 19, Meauana Ha Bp3pactTa 10 roaunn
[anana3oH 3-15 roaunu], 60o3enTan 2 mg/kg nBa MbTH AHEBHO; NPOABIKHTETHOCT Ha JieueHHe 12
ceZIMULIM) e noaocOeH Ha TO3HU, Hab/1IoAaBaH NPH OCHOBHH NPOYYBaHMA NPH Bb3PacTHH MAaLHEHTH C
BAX. Ilpu BREATHE-3, nali-yecTture HEe)kenanm peakuuM ca sayepssaBane (21%), rnasobonune u
aOHOPMHH YepHOIPpOOHH PyHKUHOHANHH TecToBe (16% BCaka).

C6opeH aHaIM3 Ha HEKOHTPOJIMPaHH NEAHaTPHYHH NpOYYBaHKs, nposeacHHU Npu bAX ¢ fo3enTan 32
mg aucneprupamy ce tTabnerkd (FUTURE 1/2, FUTURE 3/Tlpoabmxenne) skmousa obino 100 nena
nexyBaHu ¢ 6o3eHran 2 mg/kg aBa nbTH AHeBHO (n = 33), 2 mg/Kg Tpu 0bTH AHEBHO (n = 31), nhu 4

mg/kg a8a mbTH AHEBHO (n = 36). [Ipu BKIIOUBAHETO, IECTHMA MALHEHTH ca OWIH Ha Bb3pacT Me
3 Meceua u 1 roauHa, 15 neua ca OMnm Ha BB3pacT Mexay | M noa 2 roauHy U 79 ca 6unu
mexay 2 4 12 roavun. MeauanaTa Ha npOAB/DKHTENHOCT Ha neueHde ¢ buna 71,8 ceammu
(muanazou (0,4-258 ceamMuLm).

[IpodunreT Ha 6€30MacHOCT NpH TO3H cOOPEH aHaIM3 HA HEKOHTPOIHPAHH NEAUATPHYH
¢ noaodbeH Ha TO3M, HabMmoaAaBaH NPH OCHOBHHTE H3NMUTBAHUA MPH BL3PACTHH NMAIMEHT . ,
H3KJIIOYEHHE HAa HH(PEKUHMHWTE, KOMTO ¢a CHOOIIEHH N0-4€CTO, OTKONKOTO NPH BB3PACTH _ AR
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cipaMmo 41,3%). Paznukara B yectoTata Ha HHPEKLIHHTE MOXKE OTYACTH Ja CE ABJDKH Ha NO-To1AMaTa
MeA¥aHa Ha NPOABDKHTEIHOCT Ha €KCMIO3MLMATA B NeJUaTpuyuHara rpyna (Meauada 71,8 ceamuum) B
CpaBHEHHE C Bb3pacTHHTE (MeauaHa 17,4 ceamuun). Hal-uecTure HexenaHu cLOMTHA ca HHPEKLHMH
Ha ropHHTe auxareany neTuia (25%), 6enoapodua (aprepuanya) xunepronus (20%), HazopapHHTUT
(17%), napekcus (15%), nospbiuuade (13%), 6pouxur (10%), kopemHa 6onka (10%) u auapusa (10%).
Hama 3HayHMa pa3nvka B YECTOTATA HA HEXENaHHTe CHOMTHA NpPH NalUeHTHTE HAA # 1104 2 FroAMiIHA
BL3pAcT, TOBa 00aue ce Ha3zupa camo Ha 21 gena noa 2 roaMHH, BKIKOUHUTENIHO 6 MaLMEHTH Mexay 3
mecetia H | roansa. Hexxenanu ¢p6uTHS HA YepHOAPOOHHK HAapyLICHHS H AHEMUA/HaMaNICH
XeMOra100MH ca HaCTBNWIN CHOTBETHO NPH 9% u 5% OT nauueHTHTE,

[pu panaomMu3upaHo 1aUed0-KOHTPOIIMPAHO NpOYyUBaHe, rposeaeHo npH nauueHTH ¢ [IBXH
(FUTURE-4), 0bmo 13 HoBopoaeHH ¢a OWITH NeKyBaHHU ¢ AMCTIEprUpaily ce TabnerkH 603eHTaH ¢
no3a 2 mg/kg aBa mbTH gHEeBHO (8 naunenTu ca OMny Ha nauedo). Meanadarta Ha NPOOBLIKHTETHOCT
Ha JeueHHe ¢ Ho3eraH H nnaiedo e 6una, cboTBeTHO, 4,5 AHH (Anana3zoH (,5—-10,0 nuK) 1 4,0 ouK
(auana3zoH 2,5-6,5 nuu). Hali-uecrrre HexxenaHu cxOMTHA NpU NaLMEHTUTE, NEKYBAHU ¢ DO3¢HTAH M
nuiaueo, ca HUNU CLOTBETHO aHEMHUA WIH HaManeH XxeMornoouH (7 ¥ 2 nalueHTH), reHepanu3upaH
enem (3 v 0 naureHTH) M NoBpbilade (2 1 0 NaLUKEHTH).

JlaGopaTOpHH OTKIOHEHHKS OT HOpMAaTa

Omraonenus 6 YePHOOpobHUmMEe UICAEO06AHUA

[To BpeMe Ha KIMHHYHATA MporpaMa, 40303aBUCHMHTE MOBHUICHHA Ha Y€pHOAPOOHHUTE
aMHHOTpaHcepa3H 0OUKHOBEHO ca Bb3HHKBAIH [IPe3 ITbPBUTE 26 CEAMHLIH OT JIEYEHHETO,
OOHKHOBEHO ¢a ce pa3BKHBA/IM MOCTENEHHO H ca OMNK rnaBHO acMMNTOMHHU. [10 BpeMe Ha mocT-
MapKEeTHHTOBHS TIEPUOA Ca ChoOIIEHN peaxH cyuan Ha LHPOo3a H HEAOCTATHLHHOCT Ha YePHHS Apob.

MexaHM3MbT Ha TO3M CTpaHUYeH eeKT He € AceH. T0OBa NOBHLIABaHE HA aMMWHOTpaHChEepa3HTe MOXKe
1a ¢e Mpeosioiee CONTAHHO, KaTO JJEYEHHETO NPOAB/KABA ¢ MOAABLPXKAINA 4033 DO3eHTaH, WM clel
HaMaJIsBaHE Ha 1103aTa, HO Moxe Aa Obae HeoOXOAUMO NpEKbLCBAHE WK CIUPAHE HA JIEYEHUETO (BXK.
Touka 4.4).

[Tpu 20-Te 0b6eauHeHH Manedo KOHTPOIHPaHH NPOYYBaHUA, NOBULIABAHETO HA YePHOAPOOHHTE
amMuHoTpaHcdepasu = 3 X ITH e nabmonaeano npn 11,2% ot npueMalunte 603€HTaH NaLHEHTH, B
cpaBHeHHMe ¢ 2,4% oT npueMalumte naauedo nauueHTy. [losumanane no > 8 x I'TH € nHabnronasano
npu 3,6% ot nauMeHTHTE, NEKyBaHH ¢ 603eHTaH M (,4% oT npueMaluTe nNaueto NauxueHTH.
[loBuiiapaHeTO Ha aMHHOTpaHcdepa3uTe € OUNO CBBP3aHO ¢ NMOBHILABaHE HA OHMNHpYOHHa (> 2 X
I'TH) 6e3 nanHM 3a 6unuaphHa obcrpykuma npu 0,2% (5 naumeHTH) npueMaiii 6o3eHtan n 0,3% (6
MAUMEHTH) NTPHEMALLH TU1aLedo.

[Ipu cbopuua ananus Ha 100 neua ¢ bAX ot HekKoHTponKpanuTe neanaTpuyHM npoyusanus FUTURE
1/2 n FUTURE 3/11poabmxkenue ca HabnroapaHH NOBULIEHH YepHOAPOOHH aMHHOTpaHc(hepasu > 3 X
['TH npu 2% ot nauueHTHTE.

[Ipn npoyusanero FUTURE-4, skmousatiio 13 Hosopoaeuu ¢ IIbXH, nexysauu ¢ 6o3enran 2 mg/kg
IBa ITbTH AHEBHO 3a no-Maako ot 10 quu {(auanazon 0,5-10,0 guu), HAMa cryuan Ha YepHOAPOOHH
amMHHoTpaHchepasu > 3 x [TH no Bpeme Ha N€4EHHETO, HO €HH CTy4Yali Ha XE€TATHT € HAaCTBIHI 3
JHH ClIeA Kpas Ha fleueHHeTo ¢ 6o3eHTaH.

Xemoznobun
[Ipy rnauebo-KOHTPONHPAaHU IPOYYBAHKUSA IIPH BE3PACTHH, MOHWKaBaHE Ha KOHLIEHTpA "~
xemornobuna noa 10 g/dl or nayanoTo Ha npoy4saHeTo € crodweHo npy 8,0% ot np ' ' '_foz‘,.'—;;\

O03eHTaH MauueHTH U nipH 3,9% ot npueMaiunTe nnanedbo nauueHTH (BXK. Touka 4.

[Tpu c6opHus ananus Ha 100 geua ¢ BAX o1 HEKOHTpONUpaHHUTE NEAHATPHUYHH NI
1/2 n FUTURE 3/TIpoawipkenne, € cbobLIeHO MOHHXKABAHE HA KOHLUEHTPALUATA H
uaxoaHo HUBo Ao noa 10 g/dl npu 10,0% ot nauuenture. He € uMano noHuxasaHe
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[Tpu npoyusaneTo FUTURE-4, 6 ot 13 nekyBanm ¢ 603enran HoBopoaenH ¢ IIBXH ca nonyunnu
NOHMW>KaBaHEe Ha XeMornoOHHa oT ped)epeHTHHSA AHANA30H Ha H3XOAHO HMBO 0 MOA JOJHATA rpaHHLIA
Ha HOpMATa [0 BPEME Ha JIEYEHHETO.

CrobiaBaHe Ha MOAO3UPAHH HEXKEJIAHH PEaKLIUH

Cro0laBaHeTo Ha NOAO3HPAHH HEXKENIAHM PEaKilHM Cie/ pa3pellaBaHe 3a ynorpeda Ha nekapcTBeHus
NMPOAYKT € BaXHO. ToBa no3pofea Aa Mpoab/DKH HabMmoAeHHETO Ha ChOTHOLICHHETO NOJ3a/PHUCK 32
NEKApPCTBEHUA NPOAYKT. OT MEAHLMHCKHTE CNELHANTUCTH C€ HU3MCKBA Aa ¢hoOIIaBaT BCAKa
NoJ03HpaHa HexKellaHa peakLus upe3 UsmnHuTenHa areHuMs no Aekapersara, yn. ,,Jlamau ['pyes”
Ne 8, 1303 Codua, Ten.: +359 28903417, yebcaiir: www.bda.bg.

4.9 IIpeanozupane

bosenTaH € npwiarad B eanHu4Ha ao03a Ao 2 400 mg npu 3apasu uHAKMBUAK K A0 2 000 mg Ha neH B
NPOABLKEHHE HA 2 Mecella MPH NalHeHTH cbe 3abonaBaHe, paznduHo oT HenoapobHa XHNEpPTOHHA.
Haii-uecTaTa HexXenaHa 1eKapcTBeHa peakiiMa e Ouna rnasobonue ¢ neKa 10 yMepeHa HHTEH3UBHOCT.

['onaMoTO npeao3dpaHe Moxe a A0BeJC A0 CUNHO H3Pa3eHa XWNOTOHHSA, M3KCKBAaLlla AKTHBHA
NOAKpENa Ha ChbPACUHOCHA0BAaTa CHCTEMA. B neproaa ciiel IMmyckaHe Ha na3apa, ce ¢bobuiaBa 3a equH
ciry4ait Ha npeaosupane ¢ 10 000 mg 603eHTaH, NpHET OT €UH 0HOoWA. Tol € UMan CHMITTOMH Ha
rajicHe, NOBPHUIAHE, XUIIOTOHUA, BUCHE Ha CBAT, IOTEHE, 3aMBIJICHO BIDKAaHE. Bb3cTaHoBmn ce e
HAITBJIHO cnen 24 yaca ¢ MEpKH 3a NoAAbpKaHe Ha KPBBHOTO HanAraHe. 3abenexka: 603eHTaHET He ce
OTCTPAHABA YPE3 XeMOAHaIU3a.

5. GOAPMAKOJIOI'HYHH CBOUCTBA

5.1 @PapmMakoiHHAMHAYHHA CBOHCTBA

PapMaKOTepanesTHYHA Ipyna: ApYrH aHTUXHNEPTeH3UBHH JekapceTBa, ATX koa: C02KX0]

MexaHH3bM Ha AeHCTBUE
bo3eHTaH € ABOCH eHAOTENHH peuenTopeH aHTaroHucT (EPA) ¢ apUMHHUTET KakTo KBM €HAOTEHH A,

Taka M KeM B (ETA u ETB) peuenropure. bo3eHTaH HaMansea kakto 6enoapobHoTto, Taka H
CHCTEMHOTO CBAOBO CBIIPOTHRIICHHE, KOETO BOAU A0 NMOBHLIEH chpaeyeH aebur, 6e3 1a ce nosmiuasa
ChbpAeUHaTa YeCTOTa.

HespoxopMoH®T eHoTenHH-1 (ET-1) e enuH oT Hail-MOLIHUTE W3BECTHH BA3OKOHCTPHKTOPH. Toi
MOX€E Aa JoBeae 10 ¢ubposa, wieTruHa nponudepaumd, cbhpaedHa XunepTpodus ¥ peMoaenHpase,
K4aTO MOX€E & NPUYHHH H Bb3NajicHHE. Te3H e(eKTH e OCBHLUECTBABAT MOCPEACTBOM CBbP3BAHETO Ha
eHaorenuHa ¢ ETA w ETB peuenropure, pa3nonoxkeHH B KNEeTKHTE Ha €HAOTENHYMA M FJ1aJKaTa
MyCKyJiaTypa Ha cpaoBete. Konuenrpauuure Ha ET-1 B TbkanuTe M ma3Mara ce nOBHLIABAT NpH
HAKOH CBpACYHOCHAOBH pa3CTPONCTBA M 3a00NsBaHUsA Ha ChEAMHUTENIHATA ThKaH, B TOBa uncno BAX,
CKJIEpOAEPMHA, OCTPA H XPOHH4YHA CHPACYHA HEAOCTATLYHOCT, HCXEMHUA HA MHOKApAa, CHCTEMHA
XHIEPTOHHA H AaTEPOCKIIEPO3a, KOETO Nnpeanonara naroreHdara poas Ha ET-1 npu Te3u 3abonspanus.
[Ipu BAX u cbhbpaeyHa HEAOCTATBYHOCT, B OTCHCTBHETO HA EHAOTEIHMH PELIENTTOPEH AHTATOHH3IBM,
MOBHLIEHHTE KOHUEHTpaLWH Ha ET-1 ca CHAHO CBBp3aHH C TEXECTTa H NPOTrHO3aTa HA TE3H
3abonABaHUA.

bo3seHTaH ce KOHKYpHpa 3a cepp3BaHeTo ¢ ET-1 u apyrure ET nentuan, xkakro 3a E
ETB peuentopHre, ¢ Manko 10-BHCOK aclmumer 3a ETA peuenropure (Ki=4,14

ET peuenropuTe H He C€ CBBP3BA C APYTH PELEITTOPH.
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EdukacHoCT

Mooenu na xcusomniu
Moaenu Ha XXHBOTHH Ha OenoapobHa XMNEePTOHUA NMOKA3BAT, Y€ XPOHHUYHOTO NEPOPATIHO NPHIOKEHHE

Ha Oo03eHTaH HaManaBa 6enoaApodHOTO CHLAOBO CHIIPOTUBISHHUE K JaBa 0OpaTeH X0 Ha
XunepTpoguaTa Ha 6enoapoOGHKTE CHAOBE H AACHATa KAMepa Ha cbpueTo. [IpH Moaenu Ha XKHBOTHH
Ha 6enogpobHa pudbpoza, 6o3eHTaH HaMaNIABa OT/IATAHETO Ha KonareH B Oenure apoboae.

Eguxacnocm npu ev3pacmnu nayuenmu ¢ 6er00pobua apmepuanna xunepmonus

[IpoBeneHu ca ABe paHAOMH3MPAHH, ABOHHO-C/IENH, MYJTHLEHTPOBH, I1aued0 KOHTPOIHWpaHH
npoyuBaHus ¢ 32 (nmpoyusane AC-052-351) 4 213 (npoyusane AC-052-352 [BREATHE-1])
BB3pacTHH nauueHTH ¢ bAX -1V ¢pyrkunonanen xnac no C30 (m-peuvnHa SenoapodbHa
XUNepToHHuA HIH OenoapoOHa XUNEPTOHHA, BTOPHYHA INTABHO Ha cKiepoaepmus). Cnea 4 ceaMuLiM Ha
Oo3eHTaH 62,5 mg aBa MBTH JHEBHO, U3CNEABAHATA NOAABPXKALA 1034 NPH Te3U NMpoyusaHus € 125
mg aBa MbTH AHEBHO NpH AC-052-351, 125 mg npa meTH AHeBHO K 250 mg ABa MbTW AHEBHO MpH
AC-052-352.

boszeHTaH € 100aBEH KBM TEKYLLATA TeparnHA Ha MauHEHTHTE, KOITO OH Morna Aa BKMouBa
KOMOMHAUMA OT aHTHKOAryJIaHTH, Ba30JWNaTaTopH (HanpuMep, OJI0KepH Ha KalILIMEBHTE KAHAJIH),
AUYPETHLH, KUCTIOPOA W BHFOKCHH, HO HE ¥ enonpocTeroN. KoHTpomsT e mwianebo mioc Tekyulara
Tepanus.

[IpBUYHaTa KpaiiHa TOMKA B Kpas Ha BCAKO NMPOoyyBaHe € NPOMAHATA B U3MUHATOTO pa3CTOAHHE Clen
6-MHHYTHO X0eHe Ha |12-Ta ceaMuua NpU NBPBOTO NPOyYBaHE H Ha | 6-Ta ceaMHLIA MTPHU BTOPOTO
npoy4sane. M npu nsere Npoy4YBaHus, JC4SHHETO ¢ 003¢HTaH BOAM A0 3HAYHUTETHO NMOBHILIABAHE HA
¢pu3nueckHa kanauuter. [Lnanedo-kopHrupaHoTO yBENTHYABAHE HA H3MMHATOTO pPa3CTOAHHE B
CpaBHEHHE ¢ HAYaNoOTO € ChoTBeTHO 76 MeTpa (p = 0,02; t-TrecT) U 44 MmeTpa (p = 0,0002; Mann-
Whitney U TecT) KaTo IMbpBHYHA KpaHHa TOUKa B Kpas Ha BCAKO fpoyuBaHe, Paznukure Mexay ABeTe
rpynu, 125 mg nBa neTd Ha AeH U 250 mg ABa IMbTH Ha €H, He ca CTATUCTHYECKH 3HAYHMH, HO MMa
TEHACHLMA KbM NMonodpaBane Ha PU3HHECKHA KanaUUTET B rpynara, npueMaia 250 mg npa nuTH
JAHEBHO.

[TopoOpeHneTo B H3MHHATOTO Pa3CTOSHHE CE€ YCTAHOBABA cliesk 4 ceAMHLIM IeueHHe, CTaBa CHBCEM
ABHO cjeq 8 ceaAMHLM NSUECHHE H ¢ NoAgbpaKa 1o 28-Ta ceaAMHUUA NPH ABOHHO-CIIANOTO JICYEHHE B
€iHa NoArpyna oT NoNyJauMATa Ha NauHEHTHTE.

B petpocnekTHBEH aHalM3 Ha PECOHAEHTHTE, Bb3 OCHOBA HA MPOMEHHTE B H3MHHATOTO Pa3CTOAHHE,
dynkunonanuua knac no C30 » aucnHesATa Npy 95 nauueHTa, paHAOMHU3MpanM Ha HoseHTaH 125 mg
IBa MbTH AHEBHO B IU1a1e00 KOHTPOIHPAHHTE NPOYYRAHHA, € YCTAHOBEHO, Ye Ha 8-Ta ceqmuLa 66
NALUEHTH Ca UMAITH noaodbpenue, 22 ca Ounu crabunusupanu ¥ 7 ca ce pnomwnu. Ot 22-Ta
MalHeHTH, cTabunn3MpaHyd Ha 8-Ta ceaAMMLA, 6 ca uManu noaobpenne Ha 12/16-ta cenmuiia U 4 ca ce
BAOLUMJIH, B CpaBHEHHE ¢ Ha4anoTo. Ot 7 naureHTH, KOWTO ca OWiH BNollleHH Ha 8-Ta ceamMuna, 3 ca
ce nopodpud Ha 12/16-ta ceqmuua U 4 ca ¢e BIOLIWIH, B CPaBHEHHE C HAYasoTo.

Camo B mBbpBOTO IMPOYYBAHE € MpaBeHa OlICHKA Ha HHBAa3WBHUTE XeMOJAMHAMHYHH NAapaMeTpH.
JleueHunero ¢ 6o3eHTaH € AOBEIO A0 3HAYUTENIHO YBEIMYABaAHE HAa ChPACHHHA HHAEKC, CBBEP3aHO ChC
3HAYMUTENIHO HaMangBaRe Ha OenoapoOHOTO apTepHaNHO HanArale, 6enoapobHOTO CHAOBO
CBIIPOTHRJIEHHE M CPERHOTO HAJIAraHe B JACHOTO Npeachpaye.

[1pu neuennero ¢ 603¢HTaH € HabMIOaBaHa peAyKUHA B CHMIITOMAaTHKaTa Ha OenoapobHaTs e
apTepHaJiHa XHNepToHHA. MicneaBaneTo Ha JHUCIHEATA MO BPEME Ha TECTOBETE C XOAEHF NQRAsh m
nogoSpeHue npu npremaiute 6o3eHTaH nauuedTH. B Hayanoro Ha npoyuBaHe AC-( ./ : Q.T\\,\ LS TN
213 nausenTH ca ¢ pyHkumnoHaneH knac 111, cnopea knacupuxaumara Ha C30 u 8% & e [ 5 tfrt SN E Y
pyHxkuHoHaned kiac 1V. Jleuenmero ¢ 603eHTaH BoaH 10 noaoOpABaHe Ha cpyuxuno My K;“ag ;m; ‘. '} vt
C30 npHu 42,4% ot naunenture (rnauedo 30,4%). Karo nano, npomenure BbB QyH * - -'" A NS Kage .
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NaLHeHTH, B CpPaBHEHHE C NpueMaLuuTe rauebo natueHTH. JleueHueTo ¢ 003¢HTaH ce CBbP3Ba CbC
3HAYHTENIHO HAMA/IABaHE CTEMEHTA Ha KIMHHUYHOTO BJIOLIABaHE, B cpaBHEHHE ¢ ruauebo, Ha 28-Ta
ceamuua (10,7% cpeury 37,1%, cvorBetHO; p = 0,0015).

IIpu paHaOMH3HPAHO, ABOHHO-CNAN0, MHOTOLIEHTPOBO, Mauebo konTponupaHo npoyusaHe (AC-052-
364 [EARLY]), 185 naumentn ¢ BAX ¢pyukumonHanen knac Il no C30 (cpeano 435 meTpa, H3MHHATH
3a 6 MUHYTH Ha W3XOAHO HUBO) ca MOay4Ywin 603¢HTaH 62,5 mg ABa MbTH AHEBHO B MPOIBIAKEHHE Ha
4 ceIMHMEM, CIIE KOETO ca NpeMUHaNH Ha 125 mg aBa nbTH JHEBHO (n = 93) unu uauebo (n =92)
npoawDKeHHe Ha 6 Mecena. BxnloueHuTe nauueHTu ¢ benoapobHa aprepuaiHa XUNepToHUd ca Ounu
HejieKyBaHH (n = 156) wniu ca Ounan Ha nocTosHHA Ao3a cwiaeHapun (n = 29). IILpBUUHHTE CHCTABHHA
kpalHM TOUKH ca NMPOLIEHTHHUTE NPOMEHH OT W3XOOHO HUBO Ha 6en101pobHOTO CHAOBO CHIIPOTHRIIEHHE
(BCC) v npoMaHaTa CIpAMO U3XOAHOTO HHBO Ha H3IMHHATO pa3CTOAHMUE 38 6 MHHYTH Ha LUeCTHA
Mecell, cpaBHeHH ¢ mnaunebo. Tabnuuara no-aoay WIIOCTpHpa aHATH3a Ha NpeABaAPHTENHO
onpeaeaeHUa NpoToKOI.

IBCC (dyn.sec/cm®) |ncTannus, n3MARATA Nems 33 6
TInaue6o (n=88) [Bo3zenran (n=80) [Tnaue6o (n=91) [BoseHTaH (n=86)
basa (BL); cpeaHo (SD) 802 (365) 851 (535) 431 (92) 443 (83)
ll'lpcuMﬂHa cnipamo Oasara BL; 128 (465) -69 (475) -8 (79) 11 (74)
€3YJITAT OT JICUEHHETO , —22.6% 19
5% CL —34,-10 -4, 42
P-cTORHOCT < 0,0001 0,0758

HI" = nosepurenna rpauua: bCC = benoapobuo ceaoBo cenporHeiaeHue ; SD = ctanaapTHo
OTKIIOHEHHE

JleueHmeTo ¢ 603eHTaH ce CBBLP3Ba ¢ HAMAJICHKE Ha Y€CTOTATA Ha KIMHUYHO BJIOLNABAHE, ONIPERENEHO
KaTO NpOorpecus Ha CUMITTOMMTE, XOCNHATANU3aUMa nopaai bAX v CMBPT B CpaBHEHHE ¢ IUtanedo
(nponopLHOHANIHO HaMaleHHe Ha pucKa 77%, 95% noeepurenen unrepsan [[AH] 20 - 94%, p =
0,0114). EdekTsT OT IEUSHHETO € NpocaeaeH upe3 noaodpeHue B KOMNOHEHTHTE Ha NporpecHs Ha
cummrromuTe. HabnmogasaHu ca eqHa XOoCMUTAIM3ALMS, IBJDKALLA ce Ha BiaoiunaBaHe Ha bAX B
rpynara, ickKysaHa ¢ 003¢HTaH, ¥ TPH XOCNHUTANW3aLMHY B rpynaTa Ha rwiauebo. ITpu Bcaka rpyna Ha
nevyeHHe € HabmoJaBaH €AMH CJIyyal Ha CMBPT Npe3 MIECTTE Mecella Ha JBOMHO-CNIENHA NEPHOA Ha
NPOYYBAHETO, NOPAAH KOETO HE MOXE Ja C€ HalpaBH 3aKTIOUCHHE 3a NTPEXKHBAEMOCTTA.

JaHHHU 3a NPOAB/DKHUTENCH NIEPHOA OT BpeME ca ¢bOpaHH OT BcHukHTe 173 naLMeHTH, KOMTO ca
NeKyBaHH ¢ 603¢HTaH B KOHTponHpaHarta ¢a3a W/WiH ca npeMHHaIHU OT Iuiauebo Ha 603eHTaH no
BpeMe Ha OTBOPEHOTO IpoAb/DkeHHe Ha npoyuBaHeTo EARLY. CpenHara Npoab/KHTENHOCT Ha
eKCNO3HLIMA Ha JieyeHHue ¢ 603eHTaH e Ouna 3,6 £ 1,8 roaunu (no 6,1 roaunu), karo 73% ot
NMaUHUEHTHTE Ca NEKYBaHH Hal-Manko 3 ronMHH 1 62% - Hai-Manko 4 roauHy. ITaupestre Ouxa
MOIJIM 12 MOYYaT JOITLJIHMTENHO NeueHHe 3a BAX, KaKTO ce M3MCKBA B OTBOPEHOTO NPOJBIKEHHE
Ha npoyusaHeTo. [lo-ronamara 4acT OT NALUEHTHTE Ca AHATHOCTHLUHUPAaHH ¢ HAHOMATHYHA WIH
HacneacteeHa bAX (61%). Kato uano, 78% ot nauneHTHTE Ca Nnpoab/kuid ¢ pyHKuHoHaneH knac 11
cnopea knacupuxkauusata Ha C30. OueHkure Ha Kaplan-Meier 3a npexuBaeMOCT ¢a ¢boTBETHO 90% ©
85% Ha 31aTa 4 4T1aTa rOAMHA OT 3anO4YBaHe Ha JieyeHHeTo. B chinnre BpemeBHu To4kH, 88% u 79% ot
NauMeHTHTe NpOALKWIH Oe3 Bnolapane Ha BAX (onpezeneHo KaTo CMbPT,NO BCAKAKBA MPHYHHA,
TPaHCIUIaHTALHA Ha Oan apo0, aTpHallHa CENTOCTOMHA WM 3aM04YBaHe HA HHTPABEHO3HO WIH
NOAKOXHO NPOCTAHOHAHO JicueHKe). CpaBHUTEHUA NPHHOC HA NPEAX0KAALIOTO JICYEHHE ¢ ILNauedo
B Ha ABOHHO-c/IANaTa ¢a3a U Ha APYTH JISKAPCTBAa, 3a0YHATH NO BpeMe Ha (pa3aTa Ha OTBOpPEHO

MPOABIKEHHE HA MPOYYBAHETO HE € H3BECTEH.
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NOKaXe, ue 603eHTaH He BaoWaBa xunokcemuaTa. Cnen 16 ceamuum, 8 rpynara Ha 603eHTaH
cpeaHaTa KMCNO0poaHa catypaums ce nosuwasa ¢ 1,0% (95% CI - 0,7%- 2,8%), B cpaBHeHue C
rpynata Ha mnauebo (n = 17), koeTo nokassa, 4e H03eHTaH He BiIOLlIaBa XHNOKceMunaTa. CpeHOTO
HenoapoOHO CHA0BO CHNPOTHUBIEHHE € HAMATCHO 3HAUMTENTHO B rpynara Ha 603eHTaH (KaTo
npeobnagasaluar edext € HabMOAaBaH B CyOrpynaTta oT NalUKHEHTH ¢ JBOHHO HACOYBAII
MHTpakapAnaieH WiHT). Cnex 16 ceaMuuy, cpeaAHOTO MaLedO-KOPHTHPaHO NMOBHILABAHE HA
HIMHHATOTO Pa3CTOAHHE ¢ XoJieHe 3a 6 MuHyTH ¢ 53 Metpa (p = 0,0079), xoeTo nokassa noaodpsaBaHe
HA KanalyTeTa 3a ynpaxHeHus. JlpaneceT M L1ECT NAUKUEHTH ¢a NPOAL/DKIWIH Aa nonyyasar 003¢HTaH
no speMe Ha 24-ceAMU4HaTa pa3a Ha oTBOpeHO npoawnkeHue (AC-052-409) Ha npoyuBaHeTO
BREATHE-5 (¢cpeana npoab/DKMTENHOCT Ha JieueHHETO = 24,4 + 2,0 ceIMHLIM) M KATO LSO
edHKacCHOCTTa € OWna noaabpIKaHa.

OtBopeno, HecpaBHUTENHO NTpoy4BaHe (AC-052-362 [BREATHE-4]) e nposeaeno npu 16 nauueHTH
cbAX, ¢ynkumonanen knac Il no C30, cebvp3ana ¢ HIV undexims. [TanveHture ca nonryuasanu
0o3eHTaH 62,5 mg ABa NMbTU AHEBHO 3a 4 ceAMHLM, ClIea KoeTo 125 mg ABa IMbTH AHEBHO oule |12
ceamuun. Cnen 16-ceqMUtHO NeUyeHHe € OTYETEHO 3HAYHTENHO NMogOOPEHHE B KANaUMTETa 3a
YNpaXKHEHHA, B CPABHECHHE C HAYAJTHHTE CTOHHOCTU: CPEAHOTO MOBHLIABAHE MMPH 6-MUHYTHUS TECT C
xoneHe e 91,4 metpa, B cpaBHeHHE ¢ 332,6 MeTpa cpeHH HayalHH cTORHOCTH (p < (,001). He morar
Aa ObAaT HanpaBeHH CBINECTBEHH H3BOAH OTHOCHO ed)eKTHTE Ha 003€HTaH BbpPXY €(PEeKTHBHOCTTA Ha
aHTHPETPOBUPYCHATa Tepanug (BK. To4Ka 4.4).

Hsama npoyuBaHMs, KOUTO Aa A0Ka3BaT O1aronpHATHUTE €PEKTH BbPXY NPEKHUBAECMOCTTA NPH
neyenHre ¢ bosenran 3ewrura. Ho AbArOCpOUHUAT BHTAJIEH CTATYC € AOKYMEHTHUPaAH [IPH BCHUKHUTE
235 naluMeHTH, NEKyBaHH ¢ 603eHTaH NMpH ABETE OCHOBHM Nianebo KOHTpoaMpaHH npoyusanus (AC-
052-351 u AC-052-352) W/Hnn TEXHHTE ABE HEKOHTPOIUPAHH, OTBOPEHH NpoaAb/DKeHns. CpeaHara
NPOALDKHUTEIHOCT Ha excrno3vuuaTa Ha 6o3ernran ¢ 1,9 roaunu + 0,7 roaunn (Mun.: 0,1 ronuna;
Makc.: 3,3 roaHHu) ¥ nauMeHrTUTE ca HabmoaapaHu cpeaHo 2,0 + 0,6 roauHH. boNIMHHCTBOTO OT
NMaLHEHTHTE ¢a AHATHOCTULIMPaHH ¢ IMspBUYHa OenoapodHa xunepronus (72%) u ¢ 11l dyHkuMoHaneH
knac no C30 (84%). B ta3zu o01ua nonynauua, oLeHKHTE Ha npexuBieMoctTa no Kaplan-Meier ca
93% u 84%, chroTBeTHO | U 2 rogHHHK cliell 3arno4YBaHe Ha JieueHueTo ¢ 603eHTad. OQLieHkHTe Ha
NMPEXUBACMOCTTA €A NO-HUCKH B MOArPYNara OoT NauveHTH ¢ bAX, BTOpHYHA BHa CHCTEMHA CKJlepo3a.
OLEHKHTE MOXKE J1a ca MOBMUAHM OT 3aNOYBAHETO Ha JICYCHHE € €NONPOCTCHON NpH 43/235 nalMeHTH.

IIpoywsanua, npoeedenu npu oeya ¢ bAX
BREATHE-3 (AC-052-356)
dunmupanuTe Tabnetku 603eHTaH ca OlLlEeHABAHH B OTBOPEHO, HEKOHTPOJIMPAHO NMpOyYBaHe npu 19
neaBaTpyu4HU nauxeHTd ¢ bAX Ha BB3pacT ot 3 10 15 roaunu. Tosa npoy4BaHe € Cb3AAAECHO
npeaMMHO KaTo GapMaKOKMHETHYHO Mpoy4BaHe (BX. TOUKa 5.2). [lauueHTHTE Ca HManu mppBHYHA
OenoapobHa xuneproHus (10 naurenTa) unu bAX, cebp3aHa ¢ BpoAeHO Chpae4Ho 3abonsasane (9
nauMeHTH) ¥ pyHkuUMoHaneH knac I, cnopea knacupukauuaTa Ha C30 (n = 15, 79%) wnu knac I (n
=4, 21%) Ha U3XOAHOTO HUBO. [TaLIMEHTHTE ca pa3AC/ICHK HA TPH IPYIH, B 3aBUCHMOCT OT TEJIECHOTO
Terno, U UM ¢ npunaraH 6ozenrad nprbausurenHo 2 mg/kg ABa IMLTH JHEBHO, B NPOXBLIKEHHE Ha 12
cegMHuM. [lonoBHHATa OT NAaLMEHTHTE OT BCAKa Ipyna Beye ca OHIIH IEKYBaHH HHTPABEHO3HO C
ENOTIPOCTEHO, KATO 103aTa Ha eNONpPOCTEHOA HE € NPOMEHAHA 110 BpEME Ha NPOYYBaHETO.
XeMoauHaMHKaTa € vacnensada npy 17 nauuenra. CpeaHOTO NOBHILIABAHE HA CHPACYHHA UHACKC OT
HAYaIo0TO HAa NpoyusaHeTo e 0,5 I/'min./m?, HamanaBaHeTo Ha cpeaHOTO GenoAPOOHO APTEPHANTHO
Hanarase e cpeaHo 8 mmHg, a Hamanasadero Ha BCC e cpenno 389 dyn-sec-sm™. Te3u noaoGpenus
Ha XeMOJUHAMHKATA OT HAa4aJIOTO Ha MPOYYBAHETO €A CXOAHHU ChC MMM 0€3 eAHOBPEMEHHOTO
npuiarade Ha enonpocteHod. IIpoMeHuTe B NapaMeTpUTe Ha TECTA C HATOBapBaHE Ha 12-Ta ceaMHlia
OT HayanoToO Ha MPOYYBAHETO CA MHOTO HECHUIYPHH H HE Ca 3HAYUMH, |

FUTURE 1/2 (AC-052-365/AC-052-367)

FUTURE 1 e oTBOpPEHO, HEKOHTPOJHNPAHO MPOYYBAHE, NPOBEACHO ¢ PA3TBOPHMH Tad
NPUJIOKEHH ¢ NoANBpKalla no3a 4 mg/kg ABa M-TH JHEBHO Ha 36 NMaLMEHTH Ha BbL3p
roguHH. ToBa NpoyysaHe e Ch3AANEHO NPeAUMHO KaTo (PapMaKOKHMHETHYHO NMpOYy4Ba
5.2). Ha u3x0AHOTO HHBO, NAaLMEHTHTE Ca UMK UaHonaTHyHa (31 naiuueHTH [86%])
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nauneHTH [ 14%)]) BAX u ¢pyHkunonanen knac 11, cnopea knacudukaumnara Ha C30 (n = 23, 64%)
win knac 111 (n = 13, 36%). Ilpu npoyusanero FUTURE 1, meauaHata Ha €KCNO3HLIHA Ha
NpOYYBaAHOTO JcyeHue € Ouna 13,1 ceamMuun (auanason: 8.4 no 21,1). 33 or Te3n nauueHTH ca
NOJNYURITH TIPOTBIDKUTEIHO NIeUeHHE ¢ aucneprupauin c¢e tabnetku 6oseHTan ¢ no3a 4 mg/kg npa
mLTH AHEBHO no BpeMe Ha FUTURE 2 HexoHTponHpaHa ¢aza Ha NpoIb/DKEHHUE C MeIHAHA Ha
NPOABKHTENHOCT HA LAJIOCTHOTO JieueHure 2,3 roaunu (auanasol: 0,2 no 5,0 roauHn). Ha
u3xo0aHoTO HUBO npd FUTURE 1, 9 nauneHTH ca npHEMalH enonpocTeHo). 9 nauyeHTy ca
3aM0YHalNM 3a npsuB MsT bAX-cnenn@HyyHo JieyeHHe no Bpeme Ha npoyusaHeTo. Ouenkara no Kaplan-
Meier 3a BnowiaBaHe Ha bAX 6e3 cubuTUA (CMDBLPT, TpaHCILNaHTaLMA Ha O Jpod WK
XOCNUTANHU3ALHMA 32 BromnaBaHe Ha BAX) cnen 2 roaunu e 78,9%. LianocTHaTa oueHka 3a o01na
npexuBieMoct no Kaplan-Meier Ha 2 roansm € 91,2%.

FUTURE 3 (AC-052-373)

[1pn ToRa OTBOpPEHO, paHAOMM3HPAHO MPOYYBaHE C AUCNIEprypaliy ce Tabnerku 6o3eHTaH 32 mg, 64
aeua ¢xe ctabunna bAX ra Be3pact ot 3 Meceua 10 11 rognnan ca 6win paHaoMU3MpaHy Ha 24
ceAMHLM JieyeHHe ¢ 6o3eHTaH 2 mg/kg ABa nbTH AHEBHO (n = 33) unn 2 mg/kg TpM MBTH AHEBHO (N =
31). 43 (67,2%) ca 6unu Ha BB3pact ot > 2 po 11 roaunn, 15 (23,4%) ca 6win Mmexxy 1 u 2 ronusy, U
6 (9,4%) ca 6lnn Mexay 3 Mecena U 1 roaMaa. IlpoyuBanero € ¢Chb3aaieHO NPEAUMHO KaTO
¢papMaKOXMHETHYHO NMPOYUBaHe (BXK. TOUKa 5.2). U KpallHUTE TOYKH Ha €PHKACHOCT ca caMo
ekcrutoparopHu. Etnonoruara Ha bAX, criopea xnacudukaumsaTa Dana Point, BirodBa HAHONAaTHYHA
bAX (46%), nacneacteena bAX (3%), bAX cnen KopekTHBHA cbpaeuHa HHTEpBEeHLIMA (38%) M
bAXnpH BpoacHo cbpaeuHo 3a00NgBaHe CBBP3aHa CHC CUCTEMHO-ITY/IMOHA/IHH LIBHTOBE,
BKJIIOUYMTENHO cHHApoMa Ha Eisenmenger (13%). Ilaumenmure ca ¢ pyHkuroHaneH knac I, cnopen
knacH@ukaumaTta #a C30 (n = 19, 29 %), kiac Il (n =27, 42%) wam knac 11l (n = 18, 28%) npu
3afnousaHe Ha npoy4BaHaTta repanus. [Ipu 3anousaHe Ha MPOY4BAHETO, MALUHEHTHTE Ca IEKYBAHH C
nexapcrsa 3a bAX (Hali-yecto caMo ¢ HHXHOHTOp Ha docdoarecTepasa Tvun 5 [cunaenadmn][35,9%],
camo ¢ 6o3enran [10,9%] 1 ¢ koMOuHaLmMa ot 603eHTaH, WwionpocT K cunacHadun npH 10,9% or
MAUHEeHTHTE) K ca MPOABL/DKIWAU Tepanuata ¢ 3a BAX no BpeMe Ha npoy4BaHeTo.

[1pu 3anouBaHe Ha NPOYYBAHETO, MTO-MAJIKO OT NOJIOBUHATA y4yacTBalll nauMeHTH (45,3% = [29/64])
ca npueManu camo 0oseHTaH 6¢3 Aa € koMOMHMpaH ¢ apyro nekapeTBo 332 BAX. 40,6% (26/64) ca
OCTAHAJIM Ha MOHOTEpanusa ¢ 603¢HTaH 110 BpeMe Ha 24-Te CeZIMHLIM Ha NPOYYBAHOTO JleueHHe be3 na
noJiy4ar pnowmasane Ha BAX. AHaMM3LT BKIIOUBALL LAaTa nonynauua (64 nauyeHTH) NoKa3pa, 4e
MO-roJIAMaTa 4acT ¢a OCTaHA/IMN NOoHe cTadWnHH (T.€., 6€3 BNowAaBaHe) Bb3 OCHOBA Ha HEMEAHATPHYHO
cnenM@UYHa OLeHKA Ha PYHKUHOHANEH Kiac, cnopen KiacHdukaiuata Ha C30 (97% npa mbTH
AHeBHO, 100% TpH NbTH AHEBHO) U o01aTa KIHHHWYHA OLEHKA Ha JieKapHuTe (94% aBa MbTH JHEBHO,
93% TpH MBETH AHEBHO) NO BpeME Ha NnepHola Ha neveHde. OueHkara no Kaplan-Meier 3a snowaBane
Ha BAX 0e3 HexenaHu cbOHTHA (CMBPT, TPAHCIUIAHTALMA Ha 041 [pob WM XOCnKTaNHM3al|a 3apaau
prowasase Ha bAX) cnen 24 ceamuuu € CrOTBETHO 96,9% 1 96.7% B rpyniTe ABa MLTH JHEBHO H
TPH ITBTH AHEBHO.

Hsama nanHH 3a KIMHHYHA 10J13a TIPH npwiarale Ha 2 mg/kg TpH bTH IHEBHO B CpaBHEHHE ¢ 2 mg/kg
ABa NbTH AHEBHO.

Ilpoyusane, npoeedeno npu nosopodenu ¢ nepcucmupawyya 6eno00pobua xunepmonus na

Hogopooeromo (IIHIXH):

FUTURE 4 (AC-052-391)

Tosa € apoiiHOCAANO, MNaLeOO-KOHTPOIHPAHO, PAHAOMH3UPAHO NMPOYUYBAHE NMPH JOHOCEHH U
HEAOHOCEHH HOBOPOAEHH (reCTallHOHHa Bb3pacT 36-42 CEJ.I,MHL[H) c HHXH HauHeHTHTe ChbC T

MaJIKO 4 4aca NpOABIDKHTENHO NleyeHHe, Ca JIEKYBAHH ¢ AUCNICPTHpAaLLIH Ce Taﬁneﬂm 6
mg/kg apa meTH AHEBHO (N = 13) Wik nnauebdo (N = 8) MOCPEACTBOM HasoracTpanta

JIeYEHHETO (OTIPEIEIICHO KaTO HeOOXOAMMOCT OT eKCTpaKopnopalHa MeMOpaHHa OK¢
[EKMO)] wnu 3anouyrane Ha anTepHaTHBEH MyJIMOHANEH Ba30AWIATATOP) K 33 HE NOBE
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MeanraHata Ha eKCNO3KIIMA Ha NTPOYYBAHOTO NedeHue € 4,5 nuu (auanasol: 0,5-10,0) B rpynara ¢
6o3eHTad M 4,0 AHM (AMana3oH: 2,5-6,5) B rpynara ¢ ruaueto.
PesynraruTe HE NMOKA3BaT AOMLIIKHTENHA 10132 OT O03€HTAaH NPH Ta3H NOMYAALMA;
- MeaHranaTa Ha BpeMe A0 TLJIHOTO npeycraHoBaBaHe Ha iINO e 3,7 auu (95% nosepurendu
rpaHuiiM [CLs] 1,17; 6,95) ¢ 6o3enTan u 2,9 nuu (95% CLs 1,26; 4,23) ¢ maueto (p = 0,34).
- CpeaHoTo BpeMe 0 IThJIHOTO NPEYCTAHOBABAHE HAa MEXaHWYHaTa BeHTHWiauMa ¢ 10,8 nuu (95%
CLs 3,21, 12,21 auu) ¢ 603enTan U 8,6 aun (95% CLs 3,71; 9,66 aHn) ¢ nnauedo (p = 0,24).
- Eau+ nauueHT B rpynata ¢ 003eHTaH € HMall HeycnelHo jJeueHue (Hyxaa or EKMO,
ONPEAEIIERO MO MPOTOKOJ), KOETO € 004BeHO Ha Oa3aTa Ha MOBUILABALLHMTE C€ CTOMHOCTH Ha
HHIEKCa Ha OKCUI¢Halllusa B paMKHTe Ha 8 yaca ciiea mbpeaTta A03a OT NPOy4YBaHOTO
NEKApCTBO. TO3M NALMEHT C€ € Bb3CTAHOBWI B paMKHTE Ha 60-1HEBHHUA NepHOA HA
npocneaspaHe.

Kombunayus ¢ enonpocmenon

KomOunauusaTa Ha O03¢HTaH H €NONPOCTEHO € H3ceaBaHa B ABe npoyuBaHna: AC-052-355
(BREATHE-2) u AC-052-356 (BREATHE-3). AC-052-355 e MynTHLIEHTpOBO, paHAOMH3HPAHO,
IBOHHO-CJIATIO, MApanNeHO rPynopo npoyysaHe Ha 603eHTaH cpeinty nnauedo npu 33 NaLMeHTH ¢
TexKa bAX, KOHTO ca moyyaBajin CLITBTCTBALHA Tepanus ¢ enonpocreHon. AC-052-356 e orBopeHo,
HeKOHTponupaso npoyupade; 10 or 19-te neaAHaTpuyHH NauMeHTa ca OMIM Ha ChITETCTBALLA TEPATHA
¢ 603eHTaH M eNONPOCTEHO N0 BpeMe Ha 12-ceamMuuHOTO npoyusaHe. [Ipo¢drreT Ha 6e3onacHocT 3a
KOMOHHALHATA HE CE € pazivMyapan OT OYaKBaHHA MpodHI 3a BCEKH €HH OT KOMIMNOHEHTHTE H
KOMOHHHpaKaTa Tepanua € noHacsaHa Ao0pe OT AelaTa H OT Bb3pacTHHTe. KNHHMYHAaTa nonsa ot
KOMOMHaLMATA HE € NOKa3aHa.

Cucmemna ckaepo3a ¢ oucumaina a3eena boaecm

[IpoBeneHy ca ABe paHIOMH3UPAaHH, ABOHHO CENK, MYJITHUCHTPOBH, Nj1auebo KOHTPONHPaHH
npoyusaHua BepXy 122 aymu (npoyusane AC-052-401 [RAPIDS-1]) u eepxy 190 ayuiu (npoyusane
AC-052-33]1 [RAPIDS-2]) B akTHBHA BBL3pacT, CTpadallii OT CHCTEMHA CKJIEPO3a H AUTHTANHA S3BEHA
Oonect (WK B X0a Ha AMrHTANHA A3BeHa OonlecT, WM ¢ aHaMHe3a 3a JIMFHTANHA A3BeHa onecT npes
npeaxonHara roauHa). B npoyusanero AC-052-331, nauueHTHTE € TpaOBaNO Aa KMAT HAK-MaNKo
€Ha HOBONOSBUNIA CE€ NUTHUTAJIHA A3B4, a CpeA ABETE Npoy4YBaHua 000 85% ot nauMeHTHTE
AWrHTalHa f3BeHa OonecT € Guna B X0 KbM H3X0AHHA MOMeHT. Cren npunarade Ha 603eHTaH no 62,5
mg ABa MbTH AHEBHO B MIPOAB/DKEHHE HA 4 CEAMHLH, MOAABLPKALLATA Z03a, H3CICABaHA B PAMKMTE H
Ha ABEeTe Npoy4BaHud € 6uwia no 125 mg apa neTH AHEeBHO. [IpoaABIXHUTENHOCTTA HA ABORHO-CNANIOTO

nedeHue ¢ 6una 16 cenmuum npu npoyusanero AC-052-401 u 24 ceamuuu npu npoyusaHeTo AC-
052-331.

(MDOHOBOTO ICYEHHE HA CUCTEMHATA CKJICPO3a H Ha ANTHTANTHUTE A3BH ¢a OWM pa3pellleHH, aKo ca
OMNIM MOCTOSHHH B NPOAL/DKEHHE HA MUHUMYM | MeCell NpeAH 3anoyBaHe Ha JIEYCHHETO U NPeE3 Lieug
CPOK HA JBOUHO-CNENHTE NMPOYYBAHHA.

bpoaT Ha HOBMTE JeKyOHUTANHM A3BH OT W3XOJHHA MOMEHT Ha IIPOYUBAHETO A0 Kpas MY € NpHET 3a

OCHOBEH KpHUTEPHHA H NpH ABete npoyuBaHus. Jleuenuero ¢ 603eHTaH € JoBENO 10 NO-MaJKo Ha Opo#i

HOBOMOABHJIM C€ AUrHTAHH A3BHU Npe3 NepyHoia Ha NpuwiaraHe Ha Je4YeHHETO B cpaBHEHHE ¢ NNaLedo

rpynata. B npoyusanero AC-052-401, B cpoka Ha 16-ceAMHUHOTO ABOWHO-CJIANO Jle4YeHHe,

NAUMEHTHTE B FPYNAaTa, JIEKyBaHa ¢ 003€HTaH, ca pa3BHIIH CpeiHO 1,4 HOBONMOABHIH C€ JHUTHTAIHH

SI3BH, CIIPAMO 2,7 HOBONOSABWIK C€ JUIHTaNnHU A38H B mnauedo rpynara (p = 0,0042). B npoyusanero

AC-052-331, B cpoka Ha 24-ce AMUMHOTO ABOHHO-CNANO NieYeHHe, CLOTBETHHUTE CTOMHOCTH ¢a 1,9

CpAMO 2,7 HOBOMIOABHIIH ce AMrHTanHH 2384, (p = 0,0351). U B nBeTe npoy4ueanus npu MAUHCHTHTEN,

JIeKyBaHH ¢ O03€HTaH € HMANo MO-MAJIKA BEPOATHOCT Ja C€ NOABAT MHOKECTBEHH HOB OW A \\
Ra

~e
JMIHTAJIHH I3BH B NIEPHOAA HA MPOYYBAHMATA, KATO BPEMETO, KOETO € W0 HeoOXo g NTE

w -l
ARy

Bb3HWKBaHE Ha BCAKa Cle/Ballla HOBOMNOABMK/IA C€ AMMMTAIHA A3Ba MPH TAKHBA N /e BidoTO- © |\ .\

== xR L) A
ABArO, B CpaBHEHHE C BPEMETO H3UCKBALLO CE NPH NEeKyBaHHUTE ¢ Mnauedo. Edexrs % PazeHTaR & > ¢
HamansBaHe Ha Opos Ha HOBOMOABWIMTE C€ ZUTHTANIHH S3BH € OWUJl NMO-CWITHO MpPOSB 'ﬁ)@l{munem i

C MHOXCCTBEHH NHI'HTA/IHH 43BH.
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[Ipu HUTO €AHO OT ABeTe NMPOY4YBaHHA He € HabnmoaaBaH eeKT Ha 603eHTaH BbPXY BPEMETO 3a
3a3/|pABABAHE HA JUTHTAJIHHUTE A3BH.

5.2 PapMaAKOKHHETHYHH CBOHCTBA

MdapmakOKUHETHKATa HA O03CHTaH € JOKYMEHTHpaHa [VIaBHO NPH 3ApaBH HHAWBHIH. OrpaHHYeHHTe
JaHHH MPY NALUMEHTHTE MOKA3BAT, Ye eKCNO3HUKATA Ha Ho3eHTar NpH BB3pacTHU nauueHTH ¢ bAX e
MPUOITH3NTEHO 2 MBTH NO-TOJIAMO, OTKOJIKOTO NMPHU 3APABH BB3PACTHH HHIAHBUIM.

[1pu 3gpaBn vHAUBHAH, PapMaKOKMHETHKATA Ha OO3E€HTaH € J030- U BpeMe3aBucHMa. KITMpBHCET 1
o6eMBT Ha pasnpeaeeHHe HAMANABAT C MOBHLIABAHE HA HHTPABEHO3HUTE 103U H HAPACTBAT C
BpeMeTO. Criel nepopaiHO NPWIOKEHWE, CHCTEMHATA EKCNO3HLMA € MPONOPLUHOHAJIHA Ha J03aTa JI0
500 mg. IIpu no-eHcoku opansm A034, Cmax n AUC ce nosyiasat no-¢aabo, a He NponopuUHOHAIHO
Ha 1034aTa.

Abco
[1pu 3apaBd HHAWBKAH, abconoTHaTa OMOHATHYHOCT Ha Do3eHTaH e npubausutenHo 50% u He ce

NOBJIKABA OT XpaHaTta. MakcuMaHHTE IL1a3MeHH KOHUCHTPAaLUHH CC NOCTHIAT 3a 3-5 yaca.

Pasnpenenenue
bo3eHTaH ce cBbp3Ba B ronsMa crenel (> 98%) ¢ masMeHHTe NPOTEHHH, MIaBHO ¢ anbyMHHa.
bo3eHTaH HE NPOHUKBA B EPHTPOLIMTHTE.

Cnen uHTpaBeHo3Ha no3a or 250 mg e ycraHoBeH 00eM Ha pasnpenenedue (Vss) or okono 18 nurpa.

buorpancdopmallia ¥ eTMMHHALNS
Cnen eaMHUYHA UHTpaBEeHO3Ha a03a ot 250 mg, ocBoboxaasaneTo € 8,2 /h. TepMHHanHUAT

NOJTY>XMBOT Ha enuMuHaLms (t1/2) e 5,4 vaca.

[Ipn MHOrOKpaTHO A03WpaHe, TUIa3MEHHTE KOHLUCHTpalMKY Ha D03eHTaH HaMalgaBaT NOCTENEHHO 0
50—65% ot Te3n, HabmoaBaHH NMPH MPWIAraHeTO Ha CAWHHAYHA J03a. ToBa HaMalfsBaHe BEPOITHO CE
AB/DKA Ha aBTOMHAYKUHA Ha MeTaboNu3upaluTe 4epHOZPOOHHU eH3uMH. CTalHOHApHH TUTa3MEHH
HMBA Ce JOCTHUraT B paMKHTe Ha 3—5 IHMm.

bo3eHTaH ce eNTHMHHHPA NOCPEACTBOM FUTBYHA EKCKpELMA, chnel MetabonuiznpaHe B YepHHa apob ot
H30eH3UMHUTE Ha LUTOXPOM P450, CYP2C9 u CYP3A4. TTo-Manko ot 3% OT npHiokeHaTa nepopajiHa

1034 ce OTKpHBA B yPHHATA.

boseHTaH oOpa3yBa Tpu MeTabOJIHTa, KATO CaMO €HH OT TAX € (apMaKoIOrH4HO akTUBEH. To3H
MeTabOJIMT C€ EKCKPETHPA INaBHO B HETIPOMEHEH BH] Npe3 »JibukaTa. [IpH Bb3pacTHU NaLMEHTH,
HITaraHeToO Ha aKTHBHUA MeTabOoNUT € NO-roJIIMO, OTKOJIKOTO MPH 3ApaBH HHANMBHIH. [1py naumeHTH
C JJaHHH 32 HAJTHYHE Ha XO0/IecTas3a, HalaraHeTo Ha aKTHBHHA MeTaBonuT MoXe /1a € MOBHUIEHO.

bo3seHTan € HHAYKTOP Ha CYP2C9 u CYP3 A4, kaTo € BBb3MOXKHO J1a € HHAYKTOD ¢bilo Ha CYP2C19 1
Ha P-rnukonporeuna. Hu sumpo, 603eHTaH NOTHCKA EKCNOPTHATA NOMNA Ha ¥TBYHUTE COTH B

XEeNaTOLIUTHH KYJTYPH.

Haunure un eumpo nokasear, 4e 003¢HTaH HAMA 3HAYUM HHXHOHTOpEH epeKT BBPXY H3C/IEABAHHUTE
n3oen3umm Ha CYP (CYP1A2, 2A6, 2B6, 2C8, 209, 2D6, 2E1, 3A4). llopagu ToBa He ce OYAKBE---
603eHTaH Ja NOBKILABA MJIA3MECHUTE KOHUCHTPALHH Ha JIEKAPCTBEHHUTE NMPOAYKTH, M 7 r.,f\\
OT T€3H H30CH3UMH.
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PapMakOKHHETHKAa NPy cNelHanTHM NoNnyJJalurH

B13 ocHOBa Ha u3cneaBaHua O0XBAT Ha BCAKA IIPOMEHIMBA, IIPH BbH3PACTHATA NOMYIaLMA HE Ce
o4akBa (papMaKOKHWHETHKaTa Ha 003€¢HTaH Aa Obje NOBIMAHA B 3HAYUTE/IHA CTENEH OT NOoa,
TEJIECHOTO TErJIO, pacaTa WIH Bb3pacTTa.

Ieouampuuna nonyrayus

PapMaKOKUHETHKATa € MpoyveHa NpY NeAHaTPUYHN NAUHEHTH B 4 KITMHHWYHH NPOYYBaAHUA
(BREATHE-3, FUTURE 1, FUTURE-3 u FUTURE-4, Bx. Touka 5.1). Ilopaau orpaHH4YeHATE AaHHH
MpH Jiela noa 2-roavuuiHa Bb3pacT, GpapMakOKHHETHKATA OCTaBa HEAOCTATHYHO XapaKTepPH3KpaHa B
Ta3U BbL3PACTOBA KATErOpUA.

[Tpoyusadero AC-052-356 (BREATHE-3) onensasa ¢gapMakOKMHETUKATA IPH €JHOKPATHO H
MHOIOKPaTHO NEpopaiHO A03MpaHe Ha GUIMHpaHaTa Tabnerka 603eHTaH npy 19 aeua Ha BB3pacT OT
3 no 15 rogunu ¢ bBAX (bAX), npH KOUTO RO3MTE Ca ONPEACSHHA Bb3 OCHOBA HA TENECHOTO TEJIO € 2
mg/kg npa meTH JHEBHO. IIpH TOBa npoyyBaHe, €KCNO3MUMATA Ha 603EHTaAH HAMAJIABA C BPEMETO MO
HA4YHH, CbOTBETCTBALL Ha N3BECTHUTE ABTOMHIYKLIMOHHM CBONUCTBA Ha 60o3eHTana. CpeaHuTe
croirHoCcTH HAa AUC (CV%) 3a 603eHTaH NpU neIMaTpUUHH TIALMEHTH, JeKyBaku ¢ 31,25, 62,5 unn
125 mg apa ITTH THEBHO, ca CLOTBETHO 3 496 (49), 5 428 (79), n 6 124 (27) ng-h/ml, u ca no-HHCcKH
ot cToiinocTTa 8 149 (47) ng-h/ml, Habmoaasana npu pB3pacTHH nauMeHTH ¢ bAX, nonyvasamm 125
mg ABa IMbTH AHEBHO. [Ipn cTabunHo nna3MeHo HUBO, CHCTEMHUTE EKCNO3IHLIMM MPH NEAHATPUYHH
nauueHTy, Texauy 10-20 kg, 2040 kg u > 40 kg, e cborBeTHO 43%, 67% N 75% OT cUCTEMHaTa
€KCMO3HULIHA NPH BL3PACTHHU.

[Ipu npoyusane AC-052-365 (FUTURE 1) npu 36 ncua ¢ bAX Ha Bb3pacT oT 2 10 11 roaunu ca
NpUNOKEHH aucrnieprupaiy ce tabnerku. He € HabniopasaHa no3oBa nponopUMOHAIHOCT, Th# KaToO
nnazMenuTe KoHueHTpauuy 1 AUC Ha 603eHTaH B CTaLIMOHAPHO CLCTOAHKE ca MOAOOHH NpH
nepopanuu xo3u ot 2 U 4 mg/kg. (AUCT: 3,577 ng-h/ml 1 3,371 ng-h/ml cxorBerno ¢ 2 mg/kg npa
nbTH AHeBHO U 4 mg/kg nBa nbTH nHEeBHO). CpeaHaTa ekcno3uuma Ha 603eHTaH NpU Te3H
neAUaTPHYHH NALMEHTH € OKOJIO MOJIOBHHATA OT €KCNO3ULIMATA NMPH BH3PACTHU NALIMEHTH MPH
noAabpKauara A03a ot 125 mg nBa meTH JHEBHO, HO NOKA3Ba WIMPOKO MPHIIOKPUBAHE C
€KCIO3HLMATA NPH Bb3PacTHH.

B npoyusaneto AC-052-373 (FUTURE 3) ¢ uanon3eaHe Ha gucneprupaluy ce tabieTkm,
eKCno3uuuATa Ha 603eHTaH NpU NalKeHTH, JeKyBanu ¢ 2 mg/kg nBa NbTH JHEBHO € CPABHUMA € Ta3H
npy npoyusadeto FUTURE 1. [Ipu usnoctHata nonmynauus (n = 31), 2 mg/kg nBa mbxTH IHEBHO ca
JoBenH Ao AHeBHA ekcno3dums 8,535 ng-h/ml; AUCt ¢ 4,268 ng-h/ml (CV: 61%). Ilpu nauueHTH Ha
BB3pacT MeXAY 3 Meceila U 2 rONMHY, JHeBHaTa ekcnio3uuus € 7,879 ng-h/ml; AUCt e 3,939 ng-h/ml
(CV: 72%). llpn naLeHTR Ha BB3pacT MexKay 3 Meceula M | roauHa (n=2), AUCt e 5,914 ng-h/ml
(CV: 85%) n npy nauMeHTH Ha Bb3pacT Mexkny 1 u 2 rogunun (n=7), AUCrt e 3,507 ng-h/ml (CV:
70%). [1pu naupenT Hax 2 roavHd (n = 22) nHeBHarta exkcnosunus ¢ 8,820 ng-h/ml; AUCt e 4,410
ng-h/ml (CV: 58%). IIpunaranero Ha 603eHTaH 2 mg/kg TpH NbTH JHEBHO HE € NOBULLIKIO
eKCMO3ULIHATA, AHEBHATA eKcno3uuud € 7,275 ng-h/ml (CV: 83%, n = 27).

B13 ocHoBa Ha Haxoakure npu npoyysaBanusta BREATHE-3, FUTURE 1 u FUTURE 3, usrnexaa,
ye eKCNO3UIMATA HA O03€eHTaH JOCTHra IU1aTo IMPH NO-HUCKMU Q03U MPHU NMEAUATPHUHH NALUEHTH,
OTKOJIKOTO NPH IPH Bb3PACTHH H, uYe A03W Hax 2 mg/kg apa nbTH AHeBHO (4 mg/kg NBa NbTH AHEBHO
WK 2 mg/kg TpH IMTH JHEBHO) HE BOIAT A0 NMO-TOJIAMA €KCMO3HLUMA Ha O03€HTaH 11pH
NEAHATPHUYHHTE MALHEHTH.

Oo3eHTaH ca ce MoBUINABaNY OABHO M HEMPEKLCHATO NPe3 MbPBHUS J030B HHTEPBAJ, KO “ E‘a;_}

[Ipu npoyuBanetro AC-052-391 (FUTURE 4), nposeeHO NpH HOBOPOAEHH, KOHL[EHTP&HHI;]I&?[?_["'I'-H-,\
B\




He ca u3BeCTHH MOCAEAULIMTE OT T€3H HAXOAKH [0 OTHOLIIEHHE Ha XeNaTOTOKCHYHOCTTA. IlonsT 1
eAHOBpeMEeHHa ynoTpeda Ha HHTPAaBEHO3EH EMONPOCTEHO HE OKA3BaT 3HAYHUTENEH eexT BLPXY
¢apMakokrMHeTHKaTa Ha H03eHTaHa.

Yeproopobuo yepesicoane

[Tpu nauueHTH € NeKo yBpeacHa YyepHoapoOHa ¢yHkuns (Child-Pugh xnac A), He ca HabmoaBanu
3HAYUMMH NIPOMEHHU BbB (hapMakoKMHeTHKara. CtaunoHapHOTO cheTosgsHUE Ha AUC 3a 6o3eHTaH € ¢©
9% no-srcoko U AUC 3a akruBHKHA MeTaboanT, Ro 48-5033, e ¢ 33% no-BHcoOKO NMpH NallMEHTHTE C
JIEKO YePHOAPOOHO yBpeKaaHe, OTKOJIKOTO NPH 371paBH 106poBoium.

EdekTsT Ha yMEpeHO yBpeaeHa yepHoapoOHa pyHkuua (Child-Pugh xnac B) Bepxy
¢apmakoKHHETHKaTa Ha D03eHTaH 4 HeroBHs NMbpBHUYeH MeTabonHT Ro 48-5033 e n3acneapan npu
Npoy4YBaHe, BKIIOYBAIIO 5 NaLMEHTH ¢ HenoapobHa XUNEePTOHHS, CBbP3aHa C NOPTAIHa XHNEPTOHNHA H
Child-Pugh knac B yeproapobHo yBpexxnaHe v 3 nauueHTH ¢ bAX, cBbp3aHa ¢ APpYyrH NpHYHHH H
HopMmanHa yepHoapoObHa ¢yHkuua. [1py nauuenTu ¢ Child-Pugh xnac B yepHoapo6Ho yBpexnane,
cpeanara (95% CI) AUC B crauronapHo ¢beTosiHMe Ha 6o3eHTad € 360 (212-613) ng.h/ml, T.¢., 4,7
MbTH No-BHcoka H cpeaHaTa (95% CI) AUC na aktuBana Metabonut Ro 48-5033 e 106 (58,4-192)
ng.h/ml, 1.e., 12,4 mbTH NO-BHCOKA, OTKONKOTO NMPH NAUMUEHTH C HOpMaHa yepHoapoOHa dyHKLUA
(6ozenTan: cpeana croiHoct [95% CI] AUC : 76,1 [9,07-638] ng.h/mli; Ro 48-5033: ¢cpeana croiinocT
{95% CI] AUC 8,57 [1,28-57,2] ng.h/ml). Bunpeku orpaHnueHns 6poii Ha BIUIIOYEHHTE NAllHEeHTH H
BHCOKATa BapHaOMIIHOCT, Te3H JaHHH MOKA3BaT MIOAMEPTAHO MOBUILIEHA EKCIIO3WLUA Ha OO3EHTaH H
HeroBusa MbpBHucH MeTabonut Ro 48-5033 npu naumeHT ¢ yMepeHo yBpeaeHa YepHOoapoOHa

dynukums (Child-Pugh knac B).

(DapmakoKHHEeTHKaTa Ha 603¢HTaH He € NPOoYUeHa NpH NAUMEHTH ¢ YepHoaApoGHO yBpexaare Child-
Pugh xnac. bozenraH 3¢HTHBa € NPOTHBONOKA3aH MPH NALMEHTH C YMEPEHO A0 TEXKO YEPHROAPOOHO
yBpexaane, T.€. Child-Pugh xnac B unm C (Bxk. Touka 4.3).

bvbpeuno yspescoane

[1pn naumenTHTe ¢ TeXKO OBLOpeuHo yBpexaaHe (KpeaTHHUHOB KIHPBHC 1 5-30 mi/min.), mnasmenure
KOHLIEHTPALKMH Ha Do3eHTaH HaManaBaT ¢ npubnusurento 10%. [lnasMeHHTE KOHIECHTPALMKY HA
MeTtabonuTuTe Ha 603€HTaHa C€ MOBHUIUABAT OKOJIO 2 ITBTH NPHU T€3H MALHEHTH, B CPABHEHHE C
NaLHeHTHTe ¢ HopMaiHa OLOpeuHa pyHkums. [Ipu nauuerTuTe ¢ 6bO0peyHO yBpeXkKaaHe He ce Hajsara
KOpeKLHA Ha ao3ata. HaMa cneunuyeH KTMHHYEH ONUT NMPH MalHEHTHTE, MTOAJIekKAallH Ha JHATH3A.
[Topany PHIHKOXHMHYHHTE CBOHCTBA H BUCOKATA CTENECH Ha CBLP3BAHE ¢ MPOTEHHHTE, HE C€ 04YaKBa
oHaau3ara aa orcTpaHu 603eHTaHa OT KpbBooOpallleHUEeTO B 3HAYHMTENIHA CTENEH (BXK. TouKa 4.2).

5.3 Ilpeak/IHHHYHH ZAHHH 33 De30MACHOCT

2-rOAMWHO NPOYYBAHE HA KAPLIMHOTEHHOCTTA MPH MHILKH NOKa3Ba NOBULICHA YECTOTA Ha
KOMOHHHpaHH XENaTOLENyIapHH aICHOMH H KapLUUHOMH APH MBKKH, HO HE H IMPH XKEHCKH MHIIKH,
NpH IU1a3MEHH KOHLEHTPaLHH OT OKOJIO 2 A0 4 NbTH HAABMIIABALLM TU1A3MEHUTE KOHLIEHTPALIHH,
AOCTHIaHH NPH TEPANCBTHYHH A03H NpH Xopa. [1pu rwisxose, nepopanHoTo npuiaraHe Ha 603eHTaH
3a MIEpHOJ OT 2 FOAWHHU NPHYMHABA MAJIKO, 3HAYUMO NOBHILABAHE HA Y€CTOTATA Ha KOMOHHHUpaHHTE
poIHUKYNOKIETEYHH aACHOMH H KapLIMHOMM Ha LIIMTOBUAHATA M*JI€3a MPH MBKKH, HO HE U TIPH XKEHCKH
IUTEXOBE, NPH TUTa3MEHH KOHLUEHTpalliH OT OKOJIO 9 10 14 NbTH HAABKILABAIIH TUIa3MEHHTE
KOHLIEHTPALIHH, JOCTHTaHH MIPH TEPANneBTHYHH A03H NPH Xopa. TecToBeTe 38 FTeHOTOKCHYHOCT IMpH
Oo3eHTaH ca oTpHuarensid. Mma aokasaresncrea 3a nek AucOanaHc Ha THPEOHAHHTE XOPMOHH,
NpHYHHEH OT DO3eHTaHa NpH rwIbxoBe. Ho HAMA A0KA3aTEACTBA 32 MOBNHABAHE GYHKUMHTE Ha ... .

He ¢ w3BecteH edexTsT Ha 603€HTaHA BLPXY MHTOXOHAPHANHATA QYHKLHS,

JlokazaHo ¢, ue 6O3EeHTaHbT € TEPATOreHEH NMPH IUTLXOBE NPH ILU1a3MEHH HHBA, N0-B
[LTA3MEHHUTE KOHLICHTPALIMM, IOCTHIaHH NPU TepaneBTHYHH JO3K NPH Xopa. TepaTo
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BIJTIOYBALKW MANOpMALIMHK Ha IJlaBaTa M JIMUETO, H Ha TOJIEMUTE CBIOBE, Ca B0303aBHCHUMH.
[IpunukuTe BBB BHAA Ha MandopMauunute, HabmonaeaHu npy apyrute ET peuenTopHH aHTaroHKcTH
H MHIUKMTE ¢ aeHunT Ha ET, cBHaerencTea 3a edekT Ha Ki1aca MeAHKaMeHTH. [Ipu xeHu ¢
AETEPOAECH NOTEHUHAN TpabBa aa ce B3eMaT NOAXOAAUIM Npeana3Hd MepkH (BXK. TOukH 4.3, 4.4 u 4.6).

Pa3zsuTHeTo Ha TecTHKynapHa TyOynHa arpodus v HapyiueH QepTHANTET ca OWAH CBbP3aHH C
XPOHHYHO NMPHIOKEHUE Ha CHAOTEIHH-PEUESITTOPHH AHTATOHUCTH NMPH I'PU3AYH.

[Ipu npoyyraHHsa Ha PEpTHINTETA MPH MBKKHK K KECHCKH TUTbXOBE He ca HabnmioaaBaH epeKTy BLpXY
Opoi, NOABHXKHOCTTA M JKU3IHECTIOCODOHOCTTA Ha CIIEPMAaTO30UANTE WIH BBEPXY CNOCOOHOCTTA 32
yHdTOCBaHE WIH PepTUNHTET, TIPH €KCMO3NLMH, HAZIBUILABALIH CHLOTBETHO 21 M 43 MLTH 04aKBaHOTO
TE€pPaneBTHYHO HUBO TIPH XOpa, HUTO € HMAJIO H HEXENaHH e(DEKTH BbPXY Pa3BHTHETO Ha
NPpeAHMILIAHTALHOHHHA ¢EMOPHOH WIH MMIUIaHTALMATA.

Jleko roBHUllieHa YECTOTa HA TeCTHKY1apHa TyOynHa arpogus € HabnioJaraHa Npu ITEXOBE, Ha KOHTO
¢ mpuNaraH nepopanHo 603eHTaH nNpy HUCKa Ao3a oT 125 mg/kg/neH (oxono 4 muTH MakcCHMaIHaTa
npenopbUMTeNnHa Ao3a npu xopa [MIIJAX] 1 Hall-HMCKaTa H3NWTBaHA A03a) B NPOAL/DKEHHE Ha JBe
roAMHH, HO He K NpH BHcoka xo3a ot 1500 mg/kg/nen (oxono 50 nmetn MIAX) B npoawkersue Ha 6
meceua. [Ipn npoyuBaHe 3a TOKCHYHOCT NPH IOBEHWIHH MIBXOBE, KbAETO TIBXOBETE Ca JIEKYBAHH OT
HeH 4 post partum 10 Bb3pacTHH, ¢ HabmoaaBaHO HaMaNEeHoO abCONMOTHO TErNO Ha TECTHCHTE H
enuIuIuMa U HamaseH 6poit Ha crrepmaTozonam B enuananMa ciel npekbeBaHeTo. NOAEL e 6un
cboTBeTHO 21 mbTH (B JIeH 21 post partum) n 2,3 ietH (Heu 69 post partum) TepaneBTHUHATA
EKCMO3HLIUA MPH XOpa.

Bbripexy TORA, HE ca YCTAHOBEHH €(PeKTH BbpXY 00LOTO pa3sBUTHE, pacTeka, CEH30PHHUTE,
KOTHHTHBHUTE PYHKLHH H pENPOAYKTUBHUTE CIOCOOHOCTH NPH 7 (MbXKKH KMBOTHH) H 19 (OkeHCKH
XUBOTHH) NbTH TEPANEBTHYHATA €KCNO3MLIMA TIpH Xopa Ha JleH 21 post partum. I1lpyu Bb3pacThH ([eH
69 post partum) He ca YCTAHOBEHH HUKaKBM e(deKkTH Ha 603eHTaH npH 1,3 (MBXKKH XXHBOTHH) H 2,6
(’KEeHCKH XHBOTHH) MbTH TCPANECBTHYHATA €KCNMO3MLIMA NPH aeua ¢ BAX.

6. OAPMAHNHEBTHYHMU JAHHM
6.1 CnHchLK HA TOMOIIHHTE BelllecTBA

Anpo Ha Tabnerkara:

LlapeBHYHO HHULLIECTE

[ToBuaoH

HatpueB HMIBECTEH MHKONaT
[TpexkenaTHHHU3UPAHO LIAPEBUUHO HHIIECTE
I'nuuepon audexenar

MarsxesueB creapar

OUnMHpalIo NOKPUTHE:
[Tonueunnn ankoxon (E1203)
TuranoB nuokcug (E171)
Makporon (E1521)

Tank (E553b)

XeneseH okcua, k6071 (E172)
Kenesen okcup, uepseH (E172)

6.2 HecnBMeCTHMOCTH

Henpunoxumo.
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6.3 Cpox na roanocrt

2 TOXHHH

6.4 CnenualHH MepKH NIPH ChXpPaHEeHHE
He ce M3MCKBAT CELMANHA MEPKH.

6.5 BuHaH cBLABPKAHHAE HA ONAKOBKATA

Baucrepn (Henpospauno PVC/PE/PVDC/anyMuunero ponno), xapTueHa croBaeMa KyTHs, JIMCTOBKA.
AntepHaTHBeH onaxoBbueH MatepHan ¢ OPA/AL/PVC/anymunsneBo Gonuno.

Pa3zMep Ha ONAKOBKATA:
bozenran 3enrusa 125 mg: 14, 56, 112 u 120 punmupanu rabnerku.

He BcMUKH BHAOBE ONAKOBKH MOTAT Aa 6baaT mycHaTH B npojaxoa.
6.6 Cnennannu npeAna3sHU MepPKH IPH H3IXBLPJISHE
Hsma cneManHH U3HCKBAHHA 3a H3XBbPJIAHE.

Henznon3paHUAT IEKAPCTBEH NPOAYKT WIH OTNAABYHKTE MaTEPHANH OT Hero TpAOBa Aa ce U3XBBPAAT
B CLOTBETCTBUE C MECTHHTE HOPMATHBHH U3IUCKBAHUSA.

7. MPATEXATEJI HA PASPEHNIEHHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,

Dolni Mé&cholupy

102 37, Prague 10

Yewmka perrybnnka

8. HOMEPA HA PAZPEIIIEHHETO 3A YIIOTPEBA

Per. No: 20240138

9. [AATA HA ITBPBO PA3PEILABAHE/ INIOJHOBAIBAHE HA PAZPEHIEBRUETO 3A

YIIOTPEDBA

Jlata Ha mbpBO pa3spewaBane: 29.05.2024
IlaTa Ha NOAHOBABAHE:

10. JTATA HA AKTYAJIMINPAHE HA TEKCTA

28.08.2025 r.
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